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M ANY infectious iia such as bacteria, fungi and viruses have been 
incriminated in the causation of bronchial asthma. The role of Candida 
(Monilia) albicans and other related yeast-like fungi has not been clearly 
delineated, although they are frequently present in large numbers in the 
sputum of asthmatic patients. Keeney’ reported cases of bronchial asthma 
apparently due to C. albicans. Kunstader et al.° reported a few instances 
of Geotrichwm infections of the bronchopulmonary system, but no case 
reports of asthma due to this organism have been noted. In our experi- 
ence, we have also found the potentially pathogenic Geotrichum in several 
cases in the sputum of asthmatic patients. It is well recognized that the 
incidence of C. albicans and other fungi has increased significantly since 
the widespread use of the broad spectrum antibiotics,?°?*?* and we have 
noted also that the number of these organisms appears to be greater in 
those patients who are on long term broad spectrum antibiotic therapy. 
This, however, does not imply that they are necessarily causally related 
to the patient’s condition. 

Many immunologic studies have been done on C. albicans and its rela- 
tionship with other fungi.’**"'18 It has been observed that patients with 
Candida infections frequently develop a delayed hypersensitivity reaction 
when extracts of the organism are injected intradermally.*°"* However, 
a considerable percentage of normal individuals exhibit a positive reaction 
as well,?® and since the organism is so ubiquitous,’? the skin test is of 
little diagnostic significance per se. 
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The agglutination test with serum from normal individuals may also 
be positive, and in proven cases of infection may be negative; it is there- 
fore not a dependable procedure on which to base a diagnosis.?"* The 
complement fixation test for Candida infections appears to offer a greater 
reliability’’ but extensive cross reactions have been noted against Cocci- 
diodes imitis, Histoplasma capsulatum and Blastomyces dermatiditis. 

The studies herein reported concern the immunologic aspects of the 
response of experimental animals and humans to C. albicans and related 
yeasts for the purpose of eliciting further information of the role of 
these organisms in bronchial. asthma. 


MATERIALS AND METHODS 


Freshly isolated, smooth, human ‘strains of Candida albicans and Geo- 
trichum were maintained on Sabouraud’s agar. Stock cultures of the 
saprophytic yeasts Saccharomyces cerevisiae and Candida krusei were 
used as controls of the specificity of the reactions. 

Stock suspensions of the above yeasts were prepared by washing fresh 
subcultures with 0.4 per cent formalinized saline and standardizing to a 
concentration equivalent to the No. 5 McFarland nephelometer standard. 
The fractionation of the yeast was performed according to the technique 
described by Vogel and Collins.2* The yeast suspensions were mechani- 
cally homogenized, then centrifuged at 3000 rpm for twenty minutes and 
the sediment discarded. The supernatant was adjusted to 10 per cent 
sodium acetate and 1 per cent acetic acid and then precipitated with 
1% volumes of 95 per cent ethyl alcohol. After eighteen hours at 4° C, 
the precipitate was dissolved in veronal buffer at pH 7.3 to the original 
volume. One-tenth ml of washed sheep red cells were suspended in 4 ml 
of the undiluted alcohol insoluble yeast fraction for two hours at 37° C. 
After sensitization, the cells were washed three times with veronal buffer 
and finally made up to a 0.5 per cent suspension. 

Albino rabbits weighing approximately 3 kg were injected intravenously 
with a suspension of formalinized yeast cells corresponding in density 
to the number 6 McFarland nephelometer standard. The rabbits were 
given three consecutive daily injections of 0.1, 0.2, 0.5 ml the first week ; 
0.5, 1.0, 1.0 the second week, and three injections of 1.0 ml the third 
week. The rabbits were bled seven days after the last injection. The 
sera were inactivated and absorbed with sheep red cells to remove pos- 
sible nonspecific agglutinins. 

Human sera to be tested were obtained from twenty healthy human 
donors and from twenty patients with chronic bronchial asthma and with 
Candida albicans isolated from their sputums. Each serum was inactivated 
and absorbed with red cells prior to testing. 

The hemagglutination test for the detection of antibodies to C. albicans, 
C. krusei, Saccharomyces cerevisiae and Geotrichum, was performed by 
adding 0.4 ml of serum serially diluted in veronal buffer to an equal 
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TABLE I. AGGLUTININ TITERS OF RABBIT ANTI-SERUM AGAINST HOMO- 
LOGOUS AND HETEROLOGOUS YEAST CELL ANTIGENS 


Antigens 
Sera C. Albicans C. Krusei Geotrichum Saccharomyces 
Y. C. Hem. Y. C. Hem. Y. C. Hem. Y. Cc. Hem. 
Anti-C. albicans 1280 1024 20 0 0 0 320 0 
Anti-C. krusei 0 0 640 256 0 0 0 0 
Anti-Geotrichum 0 0 0 0 640 0 40 0 
Anti-Saccharomyces 80 0 0 0 0 0 1280 0 


Y. C. =Yeast cell agglutinin titers. 
Hem. =Hemagglutination titers. 


amount of 0.5 per cent sheep red cell suspension, sunita with the alcohol 


insoluble fraction, as described. The cells were incubated for 1% hours 
at 37° C and were placed overnight in the icebox. The clumping of the 
red cells was ‘read according to the standards of Stavitsky.”* 

For the detection of “blocking” or “incomplete” antibodies, antiglobulin 
sera were prepared by immunization of guinea pigs with rabbit gamma 
globulin and by immunization of rabbits with human gamma globulin 
according to the technique of Coombs.‘ Two tenths ml of rabbit or guinea 
pig antiglobulin serum were added to the sensitized red cells that had been 
incubated with specific antiserum. The reactions were performed at room 
temperature and the results were read at slight magnification. 

Agar gel plates were prepared as described by Ouchterlony.** Immune 
serum was placed in the central well and the different antigenic solutions 
in the peripheral wells. The wells were refilled once a day for three 
consecutive days, the plates were sealed to prevent excessive evaporation 
and kept at room temperature for fourteen days. Readings of the gel 
precipitation patterns were taken at the fifteenth day. 

The solutions for skin testing were prepared from the alcohol soluble 
and alcohol insoluble fractions of yeast cells. These solutions were ad- 
justed to pH 7.4, and serially diluted from 10? to 10° with phenolized 
saline. The skin tests were performed by intradermal injections of 0.1 
ml of the testing solutions in the forearm of patients. The reactivity 
was read after fifteen minutes and forty-eight hours can ea 


RESULTS 


The sera obtained from rabbits immunized with Candida albicans, C. 
krusei, Saccharomyces cerevisiae and Geotrichum, respectively, were tested 
for their agglutinin titer against the homologous and heterologous anti- 
gens. The antibody content was determined by their agglutinating titer 
against phenolized boiled yeast cell suspensions of each of the above 
yeasts. At the same time, the sera were tested for their capacity to 
agglutinate sheep cells sensitized with the alcohol insoluble fraction of 
each of the yeasts. The results obtained are reported in Table I. It is 
apparent that agglutinins against eaclr of the yeasts can be readily pro- 
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duced in the rabbit. C. albicans and C. krusei antisera produced agglutina- 
tion of sheep red cells sensitized with the alcohol insoluble fraction of 
the specific yeasts. The titers in the hemagglutination test were equiva- 
lent to those obtained in the direct yeast cells agglutination reaction. 
There was a considerable amount of nonreciprocal cross reactivity between 
the various yeasts by the yeast cell agglutination technique, but none with 
the hemagglutination procedure. It is also apparent that no agglutination 
of the cells sensitized with Saccharomyces and Geotrichum occurred. Un- 
doubtedly, the sensitizing moeity of these strains is not present in their 
alcohol insoluble fraction. 

In order to determine whether antibodies to the yeasts under study 
could possibly be “incomplete” or “blocking” in nature, the yeast cells 
that had previously reacted with their specific antisera were suspended 
in guinea pig anti-rabbit globulin serum. Also, various macromolecular 
diluents, such as 20 per cent bovine albumin solution, 10 per cent P.V.P. 
and human type AB’serum were used. The same procedures were repeated 
with the sensitized sheep red cells. In no case was any significant increase 
in the agglutinating titers observed. 

By the use of the gel diffusion technique, the precipitin patterns of the 
reaction between C. albicans, C. krusei, Saccharomyces cerevisiae and 
Geotrichum and their specific rabbit antisera were studied. The immune 
rabbit serum was placed in the central well of agar plates and tested 
against the alcohol soluble and insoluble fractions of each of the yeasts 
under investigation. Analysis of the precipitation patterns indicated that 
three clear-cut lines of precipitation are formed as a result of the reac- 
tion between C. albicans rabbit antiserum and the C. albicans alcohol 
insoluble fraction. No precipitation lines were evident as a result of the 
reactions with the alcohol soluble fraction (Fig. 1, Above). A precipitin 
reaction (one distinct band) was also observed between C. krusei anti- 
serum and the alcohol insoluble fraction of C. krusei yeast cells. One 
faint line appeared as the result of the reaction between Saccharomyces 
cerevisiae and the homologous alcoholic extract. No lines of precipitation 
were observed between Geotrichum rabbit antiserum and the homologous 
antigenic fraction. No cross reactions were observed in any case. 

In order to determine the specificity of these lines of precipitation. 
the following procedures were performed: antisera to C. albicans and 
Saccharomyces were absorbed with their homologous and _ heterologous 
yeast cell suspensions and agar plates were prepared as above. Absorp- 
tion of the C. albicans antiserum by homologous yeast cell suspension 
resulted in the disappearance of two of the precipitation bands. One 
distinct band remained (Fig. 1, Center). Absorption of the Saccharo- 
myces serum with its homologous antigen resulted in the disappearance 
of the bands of precipitate that had appeared with the unabsorbed serum. 

Absorption of the serum with their hete eee aly did not affect 


| 
j 
1 


\NTIBODIES TO YEASTS—GOLDIN ET AL 


Fig. 1. Agar-serum precipitation bands, s, room 
temperature. (Above) C. albicans antiserum in central well; 
C. albicans alcohol insoluble fraction in peripheral well. (Center) 
C. albicans antiserum absorbed with homologous cell suspension 
in central well; C. albicans alcohol insoluble fraction in periph- 
eral well. (Be low) C. albicans antiserum absorbed with Sacchar- 
omyces cells in central well; C. albicans alcohol insoluble fraction 
in peripheral well, 
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7, TABLE II. AGGLUTININ TITERS AGAINST CANDIDA ALBICANS AND GEO-_ 
; TRICHUM IN SERUM OF ASTHMATIC PATIENTS AND IN CONTROLS 


Patients* Controls** 


Antigens Antigens 


C. Albicans | Geotrichum Serum No. C. Albicans Geotrichum 
Hem. Y. C. Hem. Y. 


| 
320 | 


a 


¥.¢. Hem. 


oo 
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Mean titers 


a 


*Chronic bronchial asthma, C. albicans in sputum. 
**Normal, healthy blood donors. 


Y. C. =Yeast cell agglutination titers. 
Hem. = Hemagglutination titers. 


further evidence for the specificity of this reaction. cross 
noted in the yeast cell agglutinations apparently are the result of a non- 
specific reaction. 

Serum samples were collected from twenty patients with chronic bron- 
chial asthma and with C. albicans in their sputum. They were carefully 
selected from those patients for whom no specific etiologic agent could 
be established. In addition, twenty sera were used from normal healthy 
adults. The agglutination titers of these sera were determined by the 
same procedure used for the immune rabbit sera. As is shown in Table 
II, the sera of sixteen out of twenty asthmatic patients agglutinated the 
specifically sensitized sheep red cells, and five of twenty the yeast cell 
suspensions. Titrations performed using as antigens autogenous strains 
of yeast isolated from the respective patients gave identical results as the 
stock strain used. The results obtained in the normal group show that 
thirteen out of twenty showed a positive yeast cell titer and sixteen of 
twenty a positive sheep red cell agglutination titer. This confirms the 
widespread occurrence of agglutinins to these yeasts in apparently normal 
individuals that have been previously reported,**1?> and indicates that 
asthmatic patients do not have any higher incidence of agglutinins against 
these organisms than do controls. No hemagglutinins against Geotrichum 
could be demonstrated ; this confirms our findings with the immune rabbit 
serum previously reported. No yeast cell or hemagglutinating antibodies 
could be demonstrated against Saccharomyces or C. krusei; these are 
therefore omitted from Table IT. 
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In order to determine whether in human serum the antibodies to the 
yeast are similar in nature to the immune rabbit serum, insofar as its 
“blocking” or “incomplete” nature is concerned, Coombs’ serum and the 
various macromolecular diluents were added in the same manner as with 
the rabbit serum. Here again, there was no increase in titer in any case. 
Accordingly, it is our conclusion that by the techniques employed, there 
is no evidence that antibodies to these yeasts, whether natural or immune, 
are “blocking” or “incomplete” in nature. 

Agar gel plates were prepared as previously described, using patients’ 
serum with positive agglutinin titers against the various yeast extracts. 
In no case did any line of precipitation form, although they appeared 
readily with the immune rabbit serum. This indicates that the precipita- 
tion in this system is a direct function of the titer or concentration of 


the antibody present. 
Finally, skin tests were performed, using varying dilutions of the = 
extracts prepared as described, on asthmatic patients with C. albicans me 
in the sputum and with suitable controls. This was done to determine 4 
whether the extract prepared from the alcohol insoluble fraction which a 


was shown to be the specific sensitizing moiety would give more specific ine 
reactions than the preparations previously used. Both the immediate and a - 
the delayed reactivity were read. Results thus far obtained indicate that 
no significant difference can be observed between patients from whom - 


C. albicans could be isolated in the sputum and the normal controls. i 
DISCUSSION 
The specificity of the hemagglutination reaction for C. albicans claimed Ss. 
by Vogel and Collins** has been confirmed by our results, and this tech- 
nique should prove to be considerably more useful in studying the immune 
response to this organism than the methods previously employed. Neither 
the immune rabbit serum or the human serum showed the nonspecific 
cross reactivity reported by others.’*"** The agar gel diffusion method - 
of Ouchterlony further substantiated the specificity of this reaction, since a 
no bands of precipitate appeared with any of the heterologous antigens. wh 
The absorptions of the antisera further confirmed this specificity. The oe 
band of precipitate remaining after the absorption of C. albicans anti- _ 
serum with the yeast cell suspension may indicate that there is a pre- a 
cipitating antibody present which is not identical with the agglutinating fd 
antibody in this system. Jonsen® claims that the two are identical. It af 
may, however, be due to insufficiently exhaustive absorption of the wa 
antiserum. 
Agglutinins to C. albicans in normal human serum have been reported . * 2 
frequently (Todd,?* Drake,’ Norris and and Winner*®). 


No statistical difference between high titers in infected and noninfected __ -{= 
humans was found by these workers. The widespread incidence of 
agglutinins in apparently noninfected individuals is probably due to the 
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ubiquitous occurrence of these organisms. The fact that the titer does 
not appear to rise significantly during the course of infection may be 
because overt infection is preceded by a long period of latent infection.’ 
If an infectious agent is associated with the allergic manifestations 
of bronchial asthma, it must be possible during some stage of the disease 
to (a) isolate the organism, (b) demonstrate circulating antibodies, (c) 
demonstrate skin hypersensitivity to extracts of the organism, or (d) 
reproduce the symptomatology by exposure to the infectious agent. In 
the case of C. albicans and Geotrichum, none of these criteria can be satis- 
factorily fulfilled. Either of these organisms can be frequently isolated 
from normal individuals; there is no significant increase in agglutinins 
demonstrable between those suffering from the disease and normal 
individuals; skin tests with various antigens have also been shown to 
be nonspecific,*° and we have not been able to reproduce asthmatic 
attacks in any case by injection of these antigens. Our experiments with 
various skin test extracts of these yeasts have thus far not progressed to 
the point where definitive conclusions can be reached, but it appears 
that the reported nonspecificity will also be found with our preparations. 
Consequently, it is our conclusion that there is no valid evidence, as yet, 
to indicate that these yeasts can be considered as agents which can, except 
rarely, be incriminated in the production of bronchial asthma. | 


SUMMARY AND CONCLUSIONS 


The hemagglutination technique using sheep red cells sensitized 
with an alcohol insoluble fraction of Candida albicans was shown to give 
more specific reactions than the method utilizing yeast cells as the antigen. 

2. No evidence was obtained that antibodies against either Candida 
albicans, Geotrichum and various saprophytic yeasts are “blocking’’ or 
“incomplete” in nature, in either immune rabbit serum or human serum. 

3. No significant difference in agglutinins could be obtained between 
patients with chronic bronchial asthma with Candida albicans in their 
sputum and normal individuals. 

4. The significance of these findings in to bronchial asthma 
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CORRECTION 


In the editorial published in the ANNALS oF ALLERGY, 15:109, January-February, 
1957, the statement which reads “. . . serotonin induces anaphylactic shock in egg 
sensitive guinea pigs . . .” should read “. . . serotonin induces —— shock 
in egg Sensitive mice...” Wer 
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IS CHRONIC URTICARIA AN ALLERGIC DISORDER? 


JOHN H. MITCHELL, M.D., F.A.C.A., DOUGLAS L. SMITH, M.D. 
and ROBERT A. MAYERS, M.D. 
Columbus, Ohio 


methods has been disappointing. Although patients often have firm 
convictions or strong suspicions about certain foods, medications, airborne 
dusts and fumes or various physical and environmental factors, experience 
indicates that a critical history, skin tests and clinical trials with suspected 
allergens are seldom confirmatory. Dietary and environmental manipula- 
tion may sometimes seem helpful, but these procedures are seldom of 
lasting benefit. Rarely, if ever, can a clinically significant extrinsic allergen 
be identified. This variety of urticaria often occurs at about the same 
hours daily and may continue for months or years. On_ physical 
examination the trunk and extremities usually show large or small 
urticarial wheals scattered over an otherwise normal skin. 

These impressions are in sharp contrast to experience with patients 
suffering from the typical explosive episodes of acute urticaria. Here 
hives appear abruptly, and there is generalized edema of the skin, par- 
ticularly noticeable about the face. Aspirin, penicillin, horse serum, shell- 
fish, nuts and stings of insects, are common offenders, and the cause 
and effect relationship can be readily recognized by both doctor and 
patient. Avoidance of the offending agent is followed by prompt cessation 
of symptoms within hours or days. Acute urticaria may follow immedi- 
ately upon an acute emotional experience, and here, too, the patient can 
see and understand why the difficulty arose. 

Although there is little disagreement among allergists about the causes 
of acute urticaria, there is wide divergence of opinion concerning chronic 
urticaria. Therefore, it was decided to investigate the problem from 
three points of view. First, the literature was reviewed to see what 
other authors thought. Second, our own case records were examined 
to see what information could be obtained from past experience. Third, 
a questionnaire was sent to these patients to see what they thought about 
their own urticaria. Arbitrarily, only hives lasting four weeks or longer 
were included. 

Both the psychological and physical aspects of the disorder were 
evaluated in each patient. Adequate time, usually thirty to sixty minutes. 
was allowed for the initial history interview and for several subsequent 
visits; a reasonably complete physical evaluation was done, including 
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TABLE I. CHRONIC URTICARIA 
(Age and Sex Distribution) 


Prior to 1947 1948-1955 
(100 cases) (187 cases) 
Years of Age M F M F 
1-9 0 0 6 5 
10-19 1 7 7 10 
20-29 7 24 21 33 
30-39 8 12 14 27 
40-49 7 18 14 21 : 
50-59 7 9 9 
60-69 1 1 1 4 a 
70-79 0 0 2 3 . 
80-89 0 0 0 
31 69 74 113 
(31%) (69%) (39.6%) (60.4%) 


fluoroscopy of the chest and transillumination of the sinuses; and 
routinely a blood smear, hemoglobin and urine examination were made. 
Skin tests were performed by the prick test method with concentrated 
glycerol-saline extracts for twenty-one pollens, twenty-one inhalants and 
eighty-four foods. 

In reviewing the literature, there are many studies which show that 
chronic urticaria occurs most frequently in the middle age group. Dratler,* 
Fink and Gay,® Sheldon’? and Stokes’ agree that this-disorder is usually 
found in the second, third and four decades. Our findings, tabulated 
in Table I, show the majority of cases occurring in the twenty to forty- 
nine year age group. There is also general agreement that the majority 
of these patients are women. Fink and Gay,® Dratler,* Steinhardt*? and 
Stokes! reported approximately the same percentage of women as does 
this present study, namely, 60.4 per cent. 

In the past, the value and clinical interpretation of allergy skin tests 
in the diagnosis of urticaria have been controversial. Steinhard’* reported 
30 per cent positive skin reactions by intradermal tests. Fink and Gay® 
reported 73 per cent positive skin tests, including tests with bacteria, but 
added “the significance of most of the positive skin tests was problem- 
atical.” Review of our cases indicates only 6 per cent positive skin 
tests by the prick method, and these allergens could not be blamed for 
the urticaria, Sulzberger!’ has stated the opinion that “only very excep- 
tional cases of urticaria lend themselves to etiologic study by means of 
skin tests with any present known method or with any known allergen.” 

In our routine examination of blood smears, we found an increase of 
eosinophils in only a few cases. In. fact, 88 per cent of our patients had 
eosinophil counts of 5 per cent or less. 

Past articles on this subject have: frequently mentioned infection, 
especially foci of infection, as a cause of chronic urticaria. Fink and Gay’ 
in their study reported 30 per cent of their cases were associated with 
foci of infection. Baird’ states: “Foci of infection represent a common 
cause of chronic urticaria, in fact one of the most prevalent. Apparently 
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Cohen and Criep? found Endamoeba histolytica in the stools of nineteen 
of twenty-eight veterans who had chronic urticaria. They reported 
clearing of the urticaria in all cases after completion of the antiamebic 
treatment. Dutton’ states: “In my opinion, based upon my experience 
with this group (diets and skin tests negative, symptoms months and 
years with no relief from antihistamines) of cases, the most common 
etiological factor is infection. Without presenting a statistical analysis, 
I am sure that after adopting this viewpoint and approach in chronic 
urticaria that we relieve a good many more patients than were relieved 
in the past by the more conventional allergic approach.” Steinhardt’ 
states that approximately 14 per cent of the cases he reviewed at the 
University of Michigan were due to infection. However, he also points 
out that chronic urticaria is a disease that tends to clear spontaneously and 
that removal of infected tonsils with clearing of the urticaria cannot be 
regarded as proof of cause. In our series there was little evidence to 
indicate that infection or foci of infection played any major role in the 
etiology of this condition. 


Although food allergy has often been mentioned in the literature as a 
cause of chronic urticaria, we have been unable t' confirm this belief by 
history, skin tests or elimination diets. As previously mentioned, patients 
with chronic urticaria often attribute their malady to certain foods. How- 
ever, elimination and later re-exposure to the suspected foods do not 


demonstrate any consistent causal relationship. Therefore, we assume 
that food allergy is rarely important in chronic urticaria. 


As we reviewed our cases, we noticed a gradual development of an 
awareness of the psychological aspect of chronic urticaria. This trend 
was also noted in several articles in the literature. Steinhardt’? separated 
his cases into two different periods, namely 1943-1947 and 1948-1953, 
analyzing each group separately. Study of the latter group revealed a 
sharp decrease in the heterogeneous undetermined group with the con- 
comitant doubling of the number of cases diagnosed as psychogenic urti- 
caria. Fink and Gay® reported as early as 1934, that 18 per cent of 
their cases were psychogenic in etiology. In 1935 Stokes and his co- 
workers’® reported a detailed study of the primary role of psychogenic 
factors in chronic urticaria. They made a clinical study of 100 cases in 
which the duration of the disorder varied from less than a month to 
over five years, and concluded that “abnormal psychoneurogenous factors” 
appeared in 83.5 per cent as compared with 24 per cent in a control 
series of other skin diseases. 


Sheldon”® stated “the possibility that urticaria or angioneurotic edema 
may be related to psychogenic factors also should receive major con- 
sideration, as this is the only explanation for the condition which can be 
arrived at in many cases.” Sheldon and his co-workers! also made 
the observation that “hives starting every day after 5:00 p.m. are in 
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our experience likely to be due to either psychogenic factors or to intrinsic 


causes.” 

Mitchell,® while pointing to the common denominator of age and sex 
distribution, collateral complaints, negative skin tests, failure to respond 
to immunologic methods, emphasized the importance of emotional fac- 
tors not only in chronic urticaria but also in other nonseasonal syndromes, 
such as perennial vasomotor rhinitis, perennial intrinsic asthma and 
atopic dermatitis in adults. 

In 1950, Graham and Wolf? reported a detailed study of thirty patients 
with chronic urticaria in which they attempted to correlate life situations 
with the onset or exacerbation of hives. After an initial period of inter- 
views and observation, they tried to provoke attacks of whealing during 
interviews by discussion of significant personal topics. At the same time, 
observations of the patient’s reactions were made along with measure- 
ments of the changes in the blood vessels of the skin. As a result 
of this intensive study, they found a definite relationship between emo- 
tional conflicts and hives in twenty-nine of thirty cases. 

Wittkower and Russel’® stated: 

In acute cases (of urticaria) an allergic basis is often established with some 
degree of conviction, but in subacute, chronic or recurrent cases the most careful 
examination fails to elicit an allergic cause. Most dermatologists would agree 
that emotional factors are of some relevance to the etiology of urticaria or have 
at least a precipitating function in some individual attacks of this skin malady.” 

These investigators studied the personalities of thirty-five patients 
with urticaria or angioneurotic edema, and concluded that these dis- 
orders occurred in individuals who have been or have felt chronically 
deprived of affection, or who have always longed for affection and who 
have felt frustrated because this basic need was not gratified. They 
also found that life situations which intensified this need for affection 
or the sense of frustration had precipitated attacks in nineteen of twenty- 
five patients. 


on? 


We have selected one case history which is representative of many 
in our series. A white woman, aged twenty-eight, had chronic urticaria 
and a persistent dry cough for six months. Her past history and family 
history were negative for allergy; the physical examination, except for 
the presence of hives, was negative; laboratory work and skin tests were 
also negative. The possibility of an emotional component was discussed 
with the patient at the first visit, but she was not aware of any signifi- 
cant situations at that time. The following excerpt is from the last of three 
interviews two months later. 

Patient: “I’m lots better. No more hives. Just get a red spot on pressure 
areas, like under my wrist band, around my rings, around my waist and around 
my buttocks. I don’t cough; I don’t have to clear my throat any more.” 

Doctor: “Have you thought any more about what may be causing this?” 

Patient: “Well, I knew I was nervous. A lot of things irritate me and upset 
me. My boss bothers me and gets under my skin. I may want to get my work 
done and get it out and he doesn’t work very hard. He talks a lot and will 
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_ keep me from getting my work done, or he'll rub the back of my shoulders, | 
or if he’s answering a telephone conversation he'll be rubbing his finger up and 
down my arm. He doesn’t mean anything by it, I know that, but it just annoys 
me. My husband is a very slow easy going sort of fellow, and just when we 
were coming over here I wanted to be prompt and he was late. That bothers me.” 

Doctor: “Was there anybody else in your life that reminded you of your _ 
boss?” 

Patient: “My father was like that. He didn’t have much understanding. He — 
didn’t have much education. I usually go to church regularly and yet he would — 
take every chance he could to say bad things about preachers. I know now and = 
understand and make allowances for him and we get along real well, but as a 
child it annoyed me. As a child, too, I was embarrassed because of the clothes — 
I had to wear ‘hand-me-downs.’ That’s why I’m working so hard now, so my © 
daughter can have all the things she needs, a college education and all. She’s | 
fifteen months old. I’ve quit rushing so at work to get my work done and rush- — 
ing at home to get my work done. Now I just take things as they come. I’m lots | 
better.” 

Here then is a brief example demonstrating how a better under- | 
standing of feelings may produce improvement in a physical disorder. 7 

Mention should be made of chronic urticaria which occasionally fol- 
lows acute urticaria due to penicillin. Are these patients primarily emo-_ 
tionally disturbed persons who, once the pattern of urticaria has been | 
established by penicillin, continue to have hives of emotional origin in~ 
the absence of the specific allergen? It is difficult to believe that the — 
allergen remains longer than a few weeks after an injection. 

There are, therefore, differing opinions about chronic urticaria, but in _ 
recent years the possibility of emotional stress has been considered by 
many investigators. While it seems unlikely that the criteria of extrinsic 
allergy can be fulfilled in chronic urticaria, accumulating evidence from | 
recorded history interviews is making it abundantly clear that many of 
these patients are under prolonged emotional tension and stress. 

For many years now, our efforts have been directed towards eval- 
uating by interviews and treating by psychotherapy the emotional com- — 
ponents of this difficult disorder. Experience with this approach con- 
firms the impressions about the fundamental differences between acute _ 
and chronic urticaria already mentioned and emphasizes the frequency _ 

_ with which personal problems and stressful life situations are associated 
_ with chronic urticaria. 

In order to learn more about what patients thought about themselves, 

a questionnaire was sent to 187 private patients with chronic urticaria who 
had been seen between April, 1948, and October, 1955. We wanted to _ 
know how these people were now, what they thought had benefited them — 

_and what they thought was the cause of their hives. 

Sixty replies were received and are tabulated in Table II. It will be 

a noted that approximately 60 per cent of patients who answered the ques- 

tionnaire indicated they had completely recovered from hives or were 

bothered only occasionally. About 40 per cent felt they had received 

help from ada resolution of their eet problems or emotional diffi- 
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TABLE II. RESULTS OF QUESTIONNAIRE ON CHRONIC URTICARIA 
(60 replies received from 187 patients) 


Are you 


(a) Completely clear of your hives bate 22 
(b) Bothered occasionally 
(c) The same as before 
(d) Bothered more often than before 
. If better or well, what do you believe caused the improvement? 


(a) Use of medicines 16 
(b) Elimination of offending materials, such as foods, medicines, etc. 8 
(c) Elimination of infection 7 5 
(d) Resolution of emotional or personal problems 23 
(e) Other measures 7 0 

(‘Don’t know” or unanswered) 10 

3. What do you believe to be the cause of your hives? s§ - he 

a) Allergy «2 16 
(b) Infection 4 


(c) Emotional or nervous tensions — 
(d) Other causes 
(‘Don’t know’’) 
(Generally nervous, but not specific) 


are. 


culties. Only 26 per cent thought that the use of medicine had caused 
their improvement, and half of these inferred that emotional problems 
were also significant factors. It does seem striking that approximately 
61 per cent now think their hives were due to emotional tension or per- 
sonal problems, when at their initial interview, many of these patients 
apparently had no insight into the relationship between emotional stress 
and their skin disorder. 

It is noteworthy that thirty-five patients wrote additional remarks on 
the back of the questionnaire, some filling the entire page. The follow- 
ing are examples of a few of these spontaneous remarks : 

(A twenty-four-year-old woman) During my high school and college years, each 


time I had a deadline to meet or a personal problem I couldn’t talk about—I’d have 
an attack of hives. 

(A twenty-six-year-old woman) Tension at home caused chronic hives for 
four years, when I was broken out constantly to a greater or lesser degree. 
Dances and excitement always caused a spell of hives. 

(An eleven-year-old boy’s mother writes) He disliked school and was being 
pushed too hard at home and at school, and this caused a great nervous tension. 

(A thirty-one-year-old woman) In the summer of 1953 I married my problem 
and have been without hives, except for two or three times, ever after. 

(A five-year-old boy’s mother writes) He has developed nervous mannerisms. 
The first noticeable one was that of clearing the throat. Later, he picked his 
nose, chewed his shirt collar, and scratched his wrists and backs of his hands. As 
he begins each new mannerism, the old one leaves him completely. It might be 
helpful for you if I tried to complete the picture. When he develops a new 
mannerism, his father, through threats, forces him to cease, thus the search for 
a new one. The child is never wholly relaxed, even in sleep. 


Our data seem to indicate that emotional factors are significant in 
many patients with chronic urticaria. No evidence was obtained to sup- 
port the hypothesis that chronic urticaria is an allergic disorder. Even 
though acute urticaria has been demonstrated to be a manifestation of an 
antigen-antibody reaction, there seems to be no justification for assuming 
that chronic urticaria is of similar origin. When more physicians con- 
sider chronic urticaria as a bodily manifestation of chronic emotional 
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- stress, a more fruitful approach will be employed to deal with this most 
difficult syndrome. 


CONCLUSIONS 


Past records and data from recent questionnaires of 187 cases of 
chronic urticaria were reviewed, and the following conclusions. seem jus- 
tified : 

1. The disorder is most frequent in women, aged twenty to fifty. 

2. Rhythmic daily variations are the rule. 

3. Eosinophils in the peripheral blood are less than five per cent, in 

- nine out of ten cases. 
4, Positive skin tests by the prick method are found in only 6 per 
ae of patients. 
__ $§. In no instance could unequivocal evidence be obtained to identify a 
specific extrinsic allergen, food or inhalant, as a cause of chronic urti- | 
Caria. 
6. Focal infection does not seem to be a significant factor. 
_ 7. Symptoms of emotional disorder are frequently encountered in 
_ association with chronic urticaria. 
_ 8. Sixty-one per cent of patients answering the questionnaire believed 
_ that emotional factors were of major significance in their urticaria. 
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and LOUIS E. PRICKMAN, M.D. 


Rochester, Minnesota 


Ix the past few years, a rapidly increasing number of deaths due to 
anaphylactic reactions from penicillin has been reported. Kern and 
Wimberley have pointed out that this substance has superseded foreign 
serums as the commonest cause of such accidents. Feinberg and Feinberg, 
calculating the incidence of known reactions in certain groups, recently 
estimated that there have been 1,000 deaths in the United States from 
this cause. Until lately, penicillin by the oral route had not been in- 
criminated, and had even been suggested as a likely safe route of admin- 
istration. However, several writers have now reported reactions from 
oral penicillin,)**71! and we have observed three.® 

Curiously, penicillin, unlike most drugs, has been found to give an 
immediate wheal-reacting skin test in many of the nonfatal anaphylactic 
cases. This phenomenon naturally lends itself to speculation regarding 
both the detection of potential reactors and the mechanism of the reaction. 
This is of practical clinical importance when so therapeutically useful a 
drug as penicillin is concerned, since it will probably continue to be 
widely used. 

We have made certain observations on the cases we have seen, which 
seem pertinent to the factors: mentioned, although they obviously constitute 
no answer to any of them. 


Case 1—We were called in consultation to see a thirty- -seven-year-old asthmatic 
woman who gave a history of two syncopal attacks two months apart. Physical and 
neurologic examinations, including electro-encephalographic studies, were negative. 
The attacks had been similar, consisting of weakness, loss of consciousness in fifteen 
to twenty minutes, and then cyanosis and feeble pulse and respiration until the 
patient was revived with oxygen by a resuscitation squad. With the second attack, 
there had been salivation, nausea and vomiting but no incontinence. Immediately 
prior to the first attack the patient had taken an oral tablet of penicillin (100,000 
units), and prior to the second attack, two tablets. She had in the past frequently 
used both oral and parenteral preparations with impunity. A patch test performed 
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with penicillin G produced no local reaction, but she experienced weakness, generalized 
warmth, prickling in her tongue and pounding of the heart shortly after the patch 
was applied. Scratch tests performed with aqueous solutions of penicillin G, first | 


with 20,000 units per milliliter and then with 5,000 units, each yielded grade 4 


(on the basis of 1 to 4) reactions within five minutes (Fig. 1). Associated with 
these were the same subjective symptoms that she had experienced ™ the 
patch test. 


Fig. 1. Direct skin test, case 1, showing 
_ 2-cm wheal and 5-cm erythema, 5 minutes 
after scratch test with aqueous penicillin G, 
20,000 units per milliliter of saline solution. 


Case 2—A forty-three-year-old housewife came to the Mayo Clinic seeking an — 
explanation for two episodes of unconsciousness. The first had occurred two weeks 
after a thyroidectomy in May, 1955, and had been ushered in by a period of choking, 
dryness and burning of the mouth, pruritus, nausea, vomiting and diarrhea. She — 
had been revived with oxygen by a police squad, after which a medical check-up | 
had proved essentially negative. On September 6, 1955, within two minutes after 
she had taken one tablet of oral penicillin (probably 250,000 units) for a sore throat, 
the same chain of events had ensued, and she had been stuporous for several hours. | 
During this period, there was incontinence but no convulsion. She stated that she 

had received penicillin both orally and parenterally many times in the prior seven — 
years for a chronic cough, without evidencing any type of reaction. She recalled 
that she had had injections with a penicillin-streptomycin combination for four 
days immediately after the thyroid operation, the last dose of which had been 
received ten days before the first episode of unconsciousness. 

Scratch tests with aqueous solutions of penicillin G, 5,000 and 20,000 units per 
milliliter, showed grade 4 reactions after thirty minutes. Serum was obtained for 
passive-transfer experiments. Donor sites prepared with 0.15 ml of serum reacted | 
with as little as one unit of penicillin G (Table I). An aliquot of serum was 

_ then heated to 56° C for four hours, and two columns of sites were prepared on 
another donor, unheated serum in the first column and heated in the second. The 
unheated serum sites gave graded reactions when challenged with varying amounts 
of iene while the heated serum and the ieaiilaet sites gave no reactions 
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(Fig. 2). Challenge of passive-transfer sites with solutions of penicillin O and 
penicillin V also gave positive reactions, although not so strong as penicillin G 
(Table IT). 


TABLE I. PASSIVE-TRANSFER TEST TABLE II, PASSIVE-TRANSFER TEST. 


Case 2. Serum sites prepared with 0.15 ml. of Case 2, showing cross reactions to penicillins o 

serum from Case 2. Control sites unprepared. and v. Serum sites prepared with 0.15 ml. of 

Challenged after 48 hours, Positive reactions serum from Case 2. Control sites unprepared. 

graded + to ++++. Negative reaction = 0. Challenged after 48 hours with 200 units of 

the respective penicillin in 0.02 ml. of saline 
solution, 


Challenging Dose, Penicillin G,| Serum | Control = — 
in 0.02 = | of Saline Solution 


200 units 


Type of Penicillin 


100 units 
i 


50 units 
10 units 
1 unit 
Saline solution only 


++++ 
O+++++ 


Saline solution 


Fig. 2. Passive transfer test, case 2, showing the effect of heat- 
ing the serum. Sites prepared with 0.15 ml of serum from case 2, 
Control sites unprepared. Each challenging dose of penicillin G 
in 0.02 ml of saline solution. 


We had the opportunity to perform another direct skin test six months later. 
Since the patient had noticed no systemic reaction with the scratch tests, we made 
an intradermal test, using a 20,000 unit per milliliter aqueous solution of penicillin 
G, injecting approximately 0.02 ml (400 units). Within a matter of seconds, she 
exhibited a 4 plus local reaction, and she had begun to have a constitutional reaction 
which was manifested by intense itching of hands and feet, swelling of lips and 
fingers, generalized erythema, tachycardia, tightness in throat, nausea and vomiting. 
This was treated with epinephrine and antihistamine drugs and gradually subsided 
after two hours. 
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Case 3——A forty-one-year-old housewife stated that she had not felt well since 
a severe penicillin reaction eighteen months previously. Prior to then, she had 
taken penicillin intramuscularly and in the form of oral troches with impunity. In 
May, 1954, within fifty minutes after she had received an intramuscular injection of 
penicillin for an upper respiratory infection, generalized urticaria and angioedema 
had developed so severely that she could not see and could hardly breathe. An 


injection, presumably epinephrine, had provided relief after an hour, but she had 
continued to feel ill for three days. 


TABLE III. PASSIVE-TRANSFER TEST. 


Case 3. Serum sites prepared with 0.10 ml of 
serum from Case 3. Control sites unprepared. 
Challenged after 48 hours. Positive reactions 
graded + to ++++. Negative reaction = 0. 


Challenging Dose, Penicillin G, Serum | Control 
in 0.02 ml of Saline Solution 


units 
Saline solution only 


TABLE IV. PASSIVE-TRANSFER TEST. 
Case 3. Showing positive reactions through a 1:8 dilution of the serum. Sites prepared with 0.10 
ml of the various dilutions of serum. [Each site challenged with 200 units of penicillin g in 
0.02 ml of saline solution. 


Serum Sites Control Site, 
Unprepared 
Undiluted 1:4 


++ 0 


About a year later, following dental extraction of two teeth, she was given some 
pink tablets. After arriving home she put a tablet in her mouth and in less than 
a minute began to experience generalized tingling and burning, and the hands, feet, 
face and tongue became swollen. Realizing that she might have taken penicillin, she 
tried to phone for medical assistance, but began to choke and felt herself losing | 
consciousness. Before she lost consciousness, she was able to tell her maid to 
call an ambulance. She arrived at the hospital in twenty minutes, at which time 
her blood pressure was 50 mm of mercury systolic and 20 diastolic and she was 
cyanotic and cold. Following oxygen administration she regained consciousness but 
felt too weak to leave the hospital for four days. 

Subsequent to this episode many functional complaints developed which stemmed © ; 
from a rather marked anxiety reaction. Both the patient and her physician realized 
the significance of the penicillin in her case, and she was given a note warning 
against its use in any form. 

The patient refused any direct skin testing but permitted blood to be withdrawn 
for passive-transfer tests, which proved positive to as little as ten units of penicillin 
G (Table III). Passive-transfer test sites were subsequently set up with serial double 
dilutions of the serum and each challenged with 200 units of penicillin G. Positive - 
reactions were observed through the 1:8 dilution (Table IV). Passive-anaphylaxis 
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tests in guinea pigs proved negative. Two animals prepared by intravenous injection 
of 1 ml of serum from this patient showed no reactions when challenged two days 
later with 10,000 units of penicillin G intravenously. Two other guinea pigs similarly 
prepared also failed to react when challenged with 2 ml of serum from a surgical 


Fig. 3. Section of lung from case 4 showing alveolar distention with 
4 thinning and rupture of alveolar membranes typical of emphysema 
(hematoxylin and eosin; x 35). 


case in which the patient had received 800,000 units of penicillin three hours. 


previously. 


The following case, which ended fatally, likely represents a reaction to 
penicillin given intramuscularly. The clinical manifestations, as well as 
pathologic findings, were compatible with anaphylaxis. 


Case 4.—A sixty-nine-year-old housewife with asthmatic bronchitis of two years’ 
duration was found to have nasal polyps and bilateral maxillary sinusitis. During 
a period when the asthma was relatively quiescent, polypectomy was performed 
and bilateral antral windows were established. The immediate postoperative check 
showed her lungs clear and her blood pressure to be 120 mm of mercury systolic 
and 80 diastolic. With minimal assistance, she got into bed from the wheel chair 
in which she had been brought from surgery. A prophylactic dose of 600,000 units 
of procaine-penicillin was given intramuscularly. Ten minutes later, while con- 
versing with her daughter, the patient rapidly became unresponsive and cyanotic 
and died despite immediate intubation, oxygen and artificial respiration with an 
anesthetic apparatus. Postmortem examination disclosed moderate coronary sclerosis, 
hypertrophic bronchitis, and marked emphysema (Fig. 3). Inspection of the lungs 
revealed no edema or hemorrhage, and there was only a moderate amount of mucus 
in the bronchi. 

At the time the history had been taken, it had been noted that the patient had 
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never experienced a drug reaction and, as far as could be determined, had never 
even received any penicillin. Unfortunately, no blood was obtained for immunologic 
procedures, since the present studies had not been started at that time. 


COM MENT 


It has become a well-accepted fact that penicillin can cause anaphylactic 
reactions, which are often fatal. The questionable role of procaine is 
definitely eliminated in those cases in which reactions have followed the 
use of unconjugated penicillin for inhalation or ingestion. An antigen- 
antibody mechanism is suggested by positive direct skin test, and the 
passive-transfer tests reveal a heat-labile circulating antibody. If this is 
the same factor which mediates the anaphylaxis, it should be demonstrable 
before the accident and constitute a warning of danger. Unfortunately, 
practical application of this phenomenon is limited by several considera- 
tions, including false reactions and time consumed in making the test. 

Some patients have manifested negative skin tests to penicillin after 
anaphylactic reactions that were almost certainly due to that substance. 
In these and certain other cases which have come to our attention, we do 
not know how long after the reaction the skin test was made, or whether 
the possibility of a refractory period was considered. We know of no 
instance of a negative skin test preceding anaphylaxis, but such an event 
would not be surprising in view of these observations and the behavior of 
other immune mechanisms. With the small actual incidence of this type 
of reaction, thousands of tests will be necessary before the percentage of 
false negative tests can be determined. Even if this should show the 
procedure to be of unreliable prognostic value, it may be of help after 
reactions in deciding whether penicillin was at fault, particularly if other 
drugs were also being used. 

False positive tests in too high a percentage could also make the test 
impractical, since too many patients would wrongly be deprived of the use 
of the drug. Sterling reported ten instances of positive tests being followed 
by administration of penicillin with no untoward reaction. On the other 
hand, Matheson and Elegant found only one positive skin test in a group 
of 391 children, 4 per cent of whom had suffered from some type of 
penicillin reaction other than anaphylaxis. Recently Cazort wrote that he 
had found only one positive skin test out of 2,000 performed on unselected 
patients, none of whom had ever experienced penicillin anaphylaxis. To 
these we can add our own experience in the routine testing of 160 patients, 
ten of whom had previously had some type of nonanaphylactic reaction. 
Only two positive tests were obtained, one graded 3 plus and the other 
4 plus. Both of these patients gave histories of explosive urticarial 
reactions a few days after injection of penicillin, somewhat suggestive 
of an accelerated type of reaction. 

For obvious reasons, we were loathe to challenge either of these patients 
with a therapeutic dose of penicillin in an effort to determine whether 


the positive skin tests eiiaenenae a true anaphylactic state. In fact, the 
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same situation has existed in most of the reports of positive - 
skin tests, the patients having had some type of reaction to the drug 
which would tend to preclude its use anyway. 

When one is comparing results in any skin test procedure, the variations 
in technique and interpretation must always be considered. Fortunately, 
most of the investigators in this work have used similar materials and 
methods, and we tried to comply. We performed all routine tests with 
an aqueous solution of penicillin G. For scratch tests we used either 
5,000 or 20,000 units per milliliter. For intradermal tests we used the 
latter preparation, injecting only enough to make a visible wheal, about 
0.01 to 0.02 ml (200 to 400 units). In our limited experience we found 
no equivocal reactions. All positive tests were strongly so; the remainder 
of the tests manifested no more than the persistence of the original wheal 
surrounded by a narrow, barely visible band of erythema, equivalent to 
a plus-minus reaction. 

Another problem associated with the skin test is that it has been known 
to precipitate a systemic reaction, sometimes severe. Numerous reports 
have mentioned this, and we observed one of alarming proportions on 
making the intradermal test on our second patient. A minor reaction was 
also experienced by the first patient. It seems likely that serious reactions 
can be avoided by reserving intradermal tests for patients who have 
demonstrated a negative scratch test, and perhaps, even on these, using 
a less concentrated solution than we did, without sacrificing accuracy. On 
subsequent testing, we have found almost as strong positive local reactions 
to intradermal tests using 10,000 units per milliliter as with the 20,000 
unit per milliliter solution. 

lf from the foregoing it is assumed that the skin test for penicillin is 
sufficiently reliable to warrant use, the second hurdle is clinical application. 
The few minutes consumed in making the test on each of several patients 
could be prohibitively disruptive of many office schedules. Considering 
the few hundred cases reported, in the light of millions of doses of 
penicillin used, physicians might well feel justified in ignoring the slight 
risk. As the data from more reactions are compiled, however, it may be 
posible to formulate criteria to guide the physician in selective testing. 
Feinberg and Feinberg have noted among the anaphylactic patients sig- 
nificant percentages who are asthmatic, who have had other types of 
penicillin reactions previously, or who have had their reactions following 
the first dose of penicillin given after a long interval since previous treat- 
ment. There seems to be somewhat less danger of a reaction to subsequent 
injections in a treatment series, but Sterling mentioned three patients 
whose reactions occurred after multiple injections. We have observed one 
patient who manifested severe anxiety, syncope and transient drop in 
blood pressure within a minute after her fourth injection. She was 
immediately given epinephrine and intravenous fluids, and had made a 
complete recovery after thirty Direct and passive transfer 


minutes. 
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skin tests to penicillin were negative a few hours after the reaction and | 


one week later. When this situation prevails, there is no proof that the — 
reaction was due to penicillin, or that it was abortive anaphylaxis rather — 
_ than simple syncope. Furthermore, the negative tests may have reflected 7 
a postanaphylactic refractory state, in which case further testing a few | 
_ weeks later might reveal the true status of sensitization. 

The purpose of this assessment has not been to arrive at any final 
decision regarding employment of penicillin skin tests. The imperfections 
_ of our knowledge about this phenomenon are obvious, but we feel that this 
should spur further investigation rather than abandonment of the pro- | 
cedure. To be gained immediately will be the prevention of an appre-— 
ciable number of anaphylactic deaths. The more remote, but nonetheless 
important, benefit will be new immunologic observations stemming from _ 
this unique ability of penicillin to provoke formation of demonstrable 
antibody. Further studies, such as electrophoretic separation of the skin- 
reactive factor in the serum and the tracing of isotopically labeled penicillin 
under various conditions in normal and anaphylactic patients, may prove 
fruitful. 

In the meantime, for practical clinical purposes, we feel that skin tests 
_ should be made on atopic individuals, and, if the tests are positive, the use 
of penicillin should be avoided. It is our policy to avoid its use in any 
patient who has had any type of reaction to penicillin in the past. Excep- 
_ tions would be such calculated risks as cases of subacute bacterial en- 
docarditis due to an organism resistant to other antibiotics. Other drugs — 
should be substituted when feasible and, above all, no antibiotic should 
be used unless clearly indicated. With the present inadequate screening 
methods, occasional reactions will undoubtedly occur, and the physician 
must be prepared to meet them. The measures to be taken are the same 
as for anaphylactic shock due to foreign serum or immunization products. 
The necessary equipment and drugs, including epinephrine, ephedrine, 
aminophylline, intravenous fluids and oxygen, should be available. Speed 
of application is the essential factor, since the more severe reactions usually 
develop the quickest and a minute’s delay may prove fatal. The oft- 
mentioned safeguard of keeping an epinephrine-filled syringe on the 
treatment tray still seems to be the best immediate defense measure. 


SUMMARY AND CONCLUSIONS 


Three cases in which the patients manifested nonfatal anaphylactic re- 
actions following oral penicillin and one fatal case following intramuscular 
penicillin are presented. 

Various skin test procedures indicate the presence of a heat-labile 

circulating antibody, which may serve as the basis for detecting potential 
_ future anaphylactic cases. 

With the present inadequate screening methods, the physician must be 
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prepared to recognize and treat promptly any reactions which occur. The 
number of reactions may be reduced by avoiding the use of penicillin in 
persons who have had previous reactions to it. 
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In the following year (1903) Arthus published an account of his researches on 
the hypersensitiveness of rabbits in the presence of horse serum. Upon renewing 
the injections at set intervals, he noted that the serum was first of all reabsorbed 
without any difficulty. But when the fourth injection was made, the serum set up a 
local infiltration. This infiltration, mild to commence with, became indurated 
after the fifth injection, and would assume a gangrenous appearance after the later 
injections. The same local phenomena were observed when the first injection was 
made intraperitoneally and the subsequent ones hypodermically. 

Moreover, Arthus discovered that it was possible to produce serious disturbances 
and even death in rabbits, which had received several doses of serum subcutaneously, 
by afterwards injecting them with the serum intravenously—A. BESREDKA: Ana- 
phylaxis and Anti-Anaphylaxis and their Experimental Foundations, 1919. 
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PERIORBITAL DERMATITIS FOLLOWING ADHESIVE TAPE 
STRAPPING OF THE LOWER EXTREMITIES 


ERMATOLOGIC sensitivity reactions, in the ae sense, are fairly 
common. If we accept the definition of Cavelti? (1955) that autosensi- 
tivity disease is any pathogenic effect of antibodies produced by an indi- 
vidual against his own tissues, we must then include many common forms 
of dermatologic reactions as autoimmunologic. 

The concept of human autoimmunologic disease was first recognized by 
Donath and Landsteiner® in 1901 when they found a hemoglobinuria due 
to a hemolysin reacting with the patient’s red blood cells. Whitfield’? 
(1921) first described dermatologic sensitivity of an individual to sub- 
stances elaborated in his own body. He cited four cases coming into this 
category, two of urticaria and two of generalized toxic eruptions. In 
1949, Templeton, Lunsford, and Allington" briefly divided dermatologic 
autosensitivity reactions into two types: first, those from absorption of 
the patient’s own biood, such as Whitfield’s two toxic cases, where the 
eruptions followed traumatic hematoma formation; and, second, the wide- 
spread types of dermatitis that follow exacerbation of a local dermatitis. 
They postulated that the antigen may be the patient’s own altered tissue- 
protein, or some bacterial antigen, or tissue-protein plus bacterial antigen, 
or tissue-protein plus a drug, as in a case reported in 1929 by Dennie, 
McBride, and Davis.* 

A third type of reaction that some consider a form of autoimmunologic 
dermatitis is the now-familiar “id” reaction, first reported by Peck® in 
1930. His twenty-three cases of dermatophytid of the hands accompany- 
ing dermatophytosis of the feet are duplicates of many seen now by all 
of us. He felt that this phenomenon was a direct result of sensitivity 
to circulating antibodies from the fungi. However, Hopkins and Burky’ 
(1944) believed that the toxins elaborated from the growing organisms 
in combination with keratin was the organ-specific substance producing 
the “id” reactions, thus making this a form of autosensitivity. They 
proposed the term “keratid” in place of “dermatophytid” for this form 
of reaction. 

A further grouping of autoimmunologic reactions has been brought to 
our attention by Hampton and Cooke*® in 1941. They found that thirty 
of thirty-three patients with eczema had positive skin tests to dander 
and had skin-sensitizing antibodies in the serum. Simon, from 1944 
to 1948, published eight articles on the reactions of the skin to dander 


Dr. Reyer, Chief of Department of Dermatology and Allergy, Sharon General 
Hospital, is an Associate Fellow of The American College of Allergists. 
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and found that individuals with atopic eczema almost always had positive 
patch and intradermal tests to normal scalp dander. Since many reacted 
positively to tests of dander from the newborn, he felt the reaction was 
probably not primarily bacterial. 

In 1950, Cormia and Esplin*® published some results of experiments 
dealing with the immunologic mechanisms of the autoeczematization 
reactions. They found that autogenous epidermal cells may become anti- 
genic in the presence of a severe inflammatory process, that the antigen 
is absorbed into the general circulation aided by leukocyte breakdown 
and the trauma of scratching, and that the leukocytes, especially the 
eosinophils, transport the antigen. They concluded that autoeczematiza- 
tion is a true allergic reaction and that the antigen responsible is a 
water-soluble fraction of the epidermal cells. 


The purpose of this paper is to present another type of autosensitization 
dermatitis which has come to my attention recently and which seems to 
follow a very definite pattern. The eruption is quite regular in type and 
location, and it follows, within a reasonably constant period, a therapy 
for a particular type of disorder. 

CASE REPORTS | 

Case 1.—A fifty-four-year-old white woman had her !eft foot and leg strapped 
by her chiropodist because of recent pain and swelling in the metatarsal and longi- 
tudinal arches. There were no local ulcers or breaks in the skin, but she did have 
a moderate varicosity of the veins of the lower leg, present for about twenty years. 
She could recall no injury to the foot or leg. She had had no previous eruptions 
other than childhood exanthemata, and no allergic manifestations were known. Her 
family history was negative for atopic diseases. 

The left foot and leg were strapped twice weekly for five weeks when strapping 
was discontinued because of some pain in the left ankle. About seven weeks after 
this treatment had been started and about two weeks after the strapping had been 
removed, with no pain or swelling in the foot or ankle, the patient developed redness 
and some swelling of both eyelids. The skin of the lids appeared dry with small 
fissures and a fine scale. The conjunctivae were clear, and vision was undisturbed. 
The patient complained of slight pruritus of the lids and a “pulling” or “dry” feeling. 

With cool compresses, a mild local astringent, and small oral doses of antihis- 
tamine, the eyelids cleared entirely in about one week. There has been no recur- 
rence of the eruption. 

Intradermal tests with staphylococcus vaccine, 1:10 dilution, were positive, both 
immediate and delayed. 


Case 2.—A sixty-seven-year-old woman had been in apparent good health except 
for a small area of stasis dermatitis on the left ankle below several moderately 
large varicose veins. The dermatitis and the varicosities had been present for at 
least ten years, but there had never been any ulceration and no spread or generaliza- 
tion of the dermatitis. The patient’s mother had had asthma, never proven to be 
allergic in nature, but no other evidence of atopy was known in the family. 

Because of a feeling of weakness and pain in the long arch of the left foot, the 
foot and ankle were strapped by her chiropodist. These strappings were applied 
twice weekly for six weeks with entire rel arch and even some 
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lessening of the severity and extent of the area of dermatitis on the ankle. At 
that time a swelling of both eyelids appeared rather suddenly, with redness, scaling, 
and a feeling of itching and drawing. A small patch of dry, pruritic dermatitis was 
found on the right elbow on my examination at this time, but the patient felt it 
had been present for several months. This patch was thickened, scaling, and licheni- 
fied, and was felt to be lichen simplex chronicus. It neither grew worse nor better 
with the appearance and rapid disappearance of the periorbital dermatitis. Only 
cool, boric compresses were used locally to the eyelids, and they returned to normal 
in about six days. 

Positive immediate and delayed intradermal tests to staphylococcus vaccine, diluted 
1:10, were found. 


Case 3.—A seventy-one-year-old man had had varicose veins and varicose ulcers 
on both lower legs for about twenty years, the ulcers appearing and _ healing 
slowly off and cn for the last several years. There had never been any evidence 
of stasis dermatitis or any generalized eruption during this time. One large ulcer 
on the right ankle had been under treatment by his chiropodist for the past three 
months. By means of corrective strapping to the lower leg and ankle, the ulcer 
apparently had been healing, there was less swelling and pain, less drainage, and 
the ulcer was becoming smaller. 

One week before coming to my office the patient ncted swelling of his eyelids, 
upper and lower, in both eyes. This had come on quite suddenly and was accompanied 
by itching. Two days previously he noted that the conjunctivae were also becoming 
inflamed, and he sought medical attention. 

The skin, other than the healing ulcer and the periorbital dermatitis, was’ clear. 
The eyelids were inflamed, swollen, and slightly fissured. Small papules were 
seen toward the periphery of the dermatitis, but the borders were quite sharply 
demarcated. The conjunctivae were injected. 

The patient continued his chiropody care with eventual healing of the ulcer. The 
eyelids cleared in about ten days by the use of cool, boric acid compresses and 
astringent drops. Intradermal tests with staphylococcus vaccine, diluted 1:10, were 
positive, as was the delayed reaction forty-eight hours later. 


Case 4.—A_ sixty-three-year-old, white woman had been well until about six 
months before coming to my office. At that time she had bumped the right leg. 
anteriorly, while getting out of her car. The injury did not seem serious, but did 
break the skin and bruise the deeper tissues. Previous injuries had always healed 
well, but this area ulcerated, and continued to drain, healing only slightly for four 
months. She then reinjured the area. The entire lower leg was swollen, when she 
visited her chiropodist at this time, but no obvious varicosities were seen. Biweekly 
strappings were applied to the leg from the knee~down in an endeavor to relieve 
strain and improve the circulation in the ulcerated area. 

After about seven weeks of treatment she appeared in my office with a periorbital 
dermatitis. Both eyes were affected, the lids appeared swollen, reddened, and 
slightly fissured. The skin over the lids was dry and scaling, but the inner con- 
junctivae were clear and apparently uninvolved. No other dermatitis was found, 
and the skin was clear except for the ulcer previously described on the pretibial 
area of the right leg. This was a shallow crater with a clean base and clean edges, 
and appeared to be healing. ; 

With cool compresses and zinc ointment applied locally, one of the antihistamines 
administered orally to control the periorbital pruritus, and continued strapping of 
the leg and ankle by the chiropodist, the eyelids healed in about two weeks, and the 
ulcer on the leg healed in about eight weeks. Neither the ulcer nor the periorbital 
dermatitis has recurred in the past year. 
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DISCUSSION 


Several outstanding features characterize this group of cases. In all 
four cases the dermatitis was periorbital and only periorbital. There 
was no significant eruption elsewhere, no “id’’ reaction or dermatitis 
on the hands, and no eczematous eruption under the tape used or other 
sign of sensitivity to the tape. None of the cases showed a flaring of a 
stasis dermatitis, although in three of the four there was either a healing 
ulcer or a healing stasis dermatitis present. In none was there any 
absorbing hematoma, nor was there any clearcut atopic history, either 
familial or personal. 


All four cases had been under the care of a chiropodist and had had 
corrective adhesive strapping applied for from six to twelve weeks before 
the periorbital dermatitis appeared. All four cases were responding well 
to the treatment the chiropodist was using; and at the time of the appear- 
ance of the eruption about the eyes, pain and swelling of the feet and 
ankles were at a minimum, and leg ulcers or dermatitis were clean and 
healing. No local medications had been used by the chiropodist in the 
two nonulcerated cases, but in both ulcerated cases penicillin ointment 
had been used. In neither of these, however, was there evidence of a 
sensitivity to the ointment because both the ulcers and the periorbital 
dermatitis healed with continued use of the medicament, and periorbital 
dermatitis is not characteristic of a sensitivity to absorbed penicillin 


(Reyer, 1952)°. 


The constancy of the periorbital area as the site of the dermatitis is 
interesting and as difficult to explain as is the choice of location of other 
common eruptions. The “id” reaction to the presence of fungus infection 
on the feet is almost constantly groups of deep, intraepithelial vesicles 
forming first along the lateral borders of the palmar aspect of the hand 
and fingers. The autosensitivity dermatitis secondary to long-standing 
varicose ulcers on the ankles seems to favor, first, the dorsal surface of 
the hand and forearm and, secondly, the tips of the ears and the sides 
of the neck. Psoriasis, which, according to many authors, including 
K. A. Baird? (1951), has at least some bacterial allergy in its etiology, 
favors the extensor surfaces. Lupus erythematosus characteristically is 
seen more often on the so-called “butterfly-area” of the face. Atopic 
eczema can most often be found in the flexures of the arms, neck, and legs. 


The pathogenesis of this disorder can only be suggested in this paper, 
for such study is almost impossible in a busy, private dermatologic prac- 
tice. One of the four patients failed to return for testing with the 
staphylococcus vaccine. Testing attempted with the patient’s epidermal 
scales in all four cases was unsatisfactory and unsuccessful. 


One may reason only, that in all these patients there was long-standing 
circulatory inadequacy of the feet and/or legs from foot strain or painful 
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ulceration. Certainly the metabolism of musculature in spasm is 


from that in relaxation, and when these spastic muscles are relaxed by 


relief of pain through proper strapping, tissue-protein metabolites may __ 


enter the circulation in pathogenic amounts. If an area of skin, such 
as the eyelids, has over a period of months developed a sensitivity to- 


increased amounts of these metabolites are suddenly present in the 


circulation. 


With such a small series of cases one can only surmise that perhaps 
a combination of staphylococcus toxin with the tissue products may be 
the ultimate antigen as a positive test was found in both of the nonulcerated 
and one of the ulcerated cases. This would be in accord with the suggested 
findings of Templeton, Lunsford, and Allington, and Hopkins and Burky, 
who felt that often the antigen for such autosensitization dermatitis was | 
_ body tissue plus bacterial toxins. Certainly, further work is needed in the 
study of the pathogenesis of this and similar disorders, especially in the — 
light of the work of Cormia and Esplin, who feel that epidermal cells 
can become antigenic in the presence of inflammation alone, without _ 
infection being present. | 

From the standpoint of the therapeutic management of these cases, — 
perhaps the most important feature is their recognition and diagnosis. 
In all the cases presented, the disorder was mild and self-limited. Only 
conservative treatment, consisting of soothing washes and sedation, was 
needed to maintain relief. It was not necessary to discontinue chiropody 
care. By recognition of the disease, time-consuming and expensive diag- 
nostic patch-testing to soaps, shampoos and cosmetics can be avoided 
at a saving to both patient and physician. 


SUMMARY AND CONCLUSIONS 

1. A brief summary and classification of dermatologic autosensitivity 
reactions is introduced. 

2. Four cases of autoeczematous periorbital dermatitis following thera- 
peutic strapping of the feet are presented. 

3. These cases, by their constancy in nature and time of reaction, are 
believed to represent another syndrome of dermatologic autosensitivity. 
The antigen appears to be either tissue metabolites in the presence of 
ees or these metabolites in combination with bacterial toxins. 
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VIRAL HEPATITIS 


he Committee on Public Health of the New York Academy of Medicine (Bull. 
New York Acad. Med., 33:128, 1957) makes four recommendations for the preven- 
tion of viral hepatitis. Of interest to allergists is the following. 


“Many instruments applied to the body, especially those penetrating the skin or 
mucous membranes and releasing blood, are capable of transmitting viral hepatitis; 
they should therefore be thoroughly washed and sterilized between applications. It 
has been pointed out that while most hospital laboratories routinely use an autoclave 
for the sterilization of instruments and that many use disposable needles, few private 
physicians and dentists possess autoclaves. Their usual practice is to subject in- 
struments to boiling water, but frequently for too short a period. It should be 
emphasized that if the physician, dentist, nurse or technician relies on boiling to 
sterilize instruments, the process must be continued for not less than thirty minutes. 
Dry heat must be applied for two hours, and autoclaving for thirty minutes at 15 
pounds of pressure. It may be of interest to state that a small, low priced autoclave, 
similar to a pressure cooker, is now obtainable. 


“Furthermore, pen points, blades and other pointed objects often used as lancets 
are commonly immersed in alcohol or other disinfectants between applications. It 
should be especially noted that such solutions are not effective sterilizing agents; 
hence, use of these objects should be discouraged or adequate methods of sterilizing 
them should be employed. Disposable lancets are available.” 
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A METHOD TO BLOCK THE CONSTITUTIONAL REACTIONS 
PRODUCED BY HOUSE DUST EXTRACT WITH 
ANTIHISTAMINIC DRUGS ORALLY 
ENRIQUE DRASSINOWER, M.D. 
Lima, Peru 

N 1951? and 1952,2 we reported a few cases of constitutional reactions 

produced by house dust extract. Later, we observed several more cases. 
in children, as well as in adults, making a total of sixteen, which are 
outlined in detail in Table I. These constitutional reactions were observed © 
during the desensitization treatment with autogenous as well as stock — 
house dust extracts* in patients with allergic manifestations of the respira- 
tory tract and with a high hypersensitivity to house dust. 

Since we observed the first cases, it has been our constant desire to_ 
find a way to continue the desensitization treatment on these patients 
with the minimum of danger, since in the majority of the cases the con- | 

 stitutional reactions appeared during the beginning of treatment, while 

using small doses of house dust extract not sufficient to provide an ade- 
quate protective effect. 

Because the constitutional reaction is the result of an antigen-antibody 
reaction and its clinical manifestations are due to the activity of H-sub- 
stance released during that immunologic reaction, we considered the use 
of antihistaminic drugs, which are designed primarily for symptor-atic 
relief of the allergic disorders, to neutralize the released substance, and 
in this way we would be able to increase the doses of house dust extract to 
a higher protective antibody level. 

tried several methods of antigen-antihistaminic therapy*** without 
satisfactory results in some and with great inconvenience in others. Fuchs 
et al* give nonselected hay fever patients 50 mg of pyribenzamine orally, 
twenty minutes before injection of the pollen extract. 

In nonselected hay fever patients Maietta** recommends three doses of 
the antihistamine Thephorin®, 50 mg orally twenty minutes before the 
injection of the pollen extract, 25 mg injected with the extract, and 50° 

_ mg orally sixty minutes after injection of the antigen. In patients weigh-_ 
ing less than 100 pounds, the oral doses of Thephorin were decreased 
50 per cent. 

Simon®*** uses antihistaminic drugs mixed with penicillin to avoid the 
allergic reactions produced by this antibiotic. 


Dr. Drassinower is Chief of the Allergy Clinic, Children’s Hospital, Lima, Peru. 
Presented at the Section of Allergy of the Second National Medical Congress, 
_ Lima, Peru, November, 1955. 


*To prepare our house dust extracts, we use the Coca extracting fluid; for diag- — 
nostic purposes we use the 1:100 and 1:10 solutions, and for treatment the 1:100, 
1:10 and the concentrated solutions. 
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Silbert,? Sanger et al,” and Spearman’ inject Chlor-Trimeton® in doses 
of 2 to 4 mg, 5 to 10 mg, and 3 to 15 mg, respectively, combined with the 
antigens, for desensitization treatment in nonselected patients with allergic 
manifestations of the respiratory tract. 

We have tried these methods in our patients and made the following 
observations : 

1. When only one dose of an antihistamine was given orally® twenty 
minutes before injection of the house dust extract, constitutional reactions 
still appeared, revealing that the protective effect was not sufficient. 

2. The method used by Maietta*® gave us satisfactory results in block- 
ing the constitutional reactions, but we could not continue using it because 
of the inconvenience of side reactions produced by high doses of the anti- 
histaminic drugs given in the short period of eighty minutes, even though 
we tried different types of these drugs. 

3. When house dust extract was mixed with an antihistamine at the 
time of injection, several inconveniences were observed: (a) In many 
patients the constitutional reactions still appeared, revealing that the pro- 
tection was insufficient; (b) the marked local pain produced by the com- 
bined injection of antigen and antihistamine met with great resistance on 
the part of the patients, especially the children, causing discontinuance of 
this method; (c) the amount of the combined antigen-antihistamine solu- 
tion, which is obtained following certain methods (1 to 2 cc), represents a 
great inconvenience for the patient as well as the physician, considering 
that the syringes used for the administration of the antigens have a 
capacity of only 1 cc. 

The unsatisfactory results obtained with some of these methods, and 
the inconveniences observed with others, made us realize the necessity 
of developing another method which would permit us to neutralize these 
constitutional reactions with the least disadvantages for the patient as 
well as the physician. During our attempts to find this method, the follow- 
ing facts became the basis of our study: 

1. The convenience of the oral administration of the antihistaminic 
drugs. 

2. The constitutional reactions produced by house dust extract can be 
blocked by the oral administration of the antihistaminic drugs given in 
two doses, one before and the other after the injection of the antigen. 

3. The convenience of using various antihistamines in order to find 
for each patient the most effective one and the one with the least side 
effects. 

4. The doses of antihistamine should be adjusted individually in rela- 
tion to the tolerance to these drugs and the degree of hypersensitivity of 
each patient to the antigen. 

5. The efficacy of a method to block constitutional reactions can only 
be determined by using it in “constitutional reactors” and not in allergic 
nonselected patients. 
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MATERIALS AND METHOD 


In this study, sixteen patients were used, ten children and six adults, 
all with allergic manifestations of the respiratory tract (fourteen with 
bronchial asthma and perennial allergic rhinitis, one with perennial allergic 
rhinitis, and one with bronchial asthma, perennial allergic rhinitis and 
allergic dermatitis). These patients presented sensitivity to inhalants, foods 
and bacterial allergy, and all of them also gave constitutional reactions 
during the desensitization treatment with autogenous as well as stock 
house dust extracts, as outlined in Table I. 

Two doses of antihistamine were administered orally. After many at- 
tempts it was found that the most advantageous time for administration 
of the antihistamine is twenty minutes before and thirty-five minutes 
after the injection of the house dust extract. The following antihistamines 
were used: Hista-Clopan (in capsules containing 25 mg Histadyl® and 
12.5 mg chlorhydrate of Ciclopentamine), Neohetramine® (tablets of 50 
mg), Thephorin (25 mg tablets) and Tagaten (tablets of 25 mg). 

For each patient the antihistamine used was the one which proved to 
be the most effective in blocking the constitutional reactions and give the 
least side effects. In some of the patients several antihistamines had to 
be tried (Table II, cases 3, 4, and 8). In adults, for the most part, one 
tablet was given before and one after the injection, and in children 
one-half of this amount was given. In some of the patients (Table II, 
Cases 1, 2, 4, 8, and 16) the initial dose had to be doubled because of their 
great hypersensitivity to house dust. All of the patients were observed 
weekly, and they were instructed to register the local reaction produced 
by the antigen and the symptoms due to the constiutional reactions as well 
as to the antihistamines. 


a 4 


RESULTS 


>. 


The observations of these sixteen patients, all of whom were “constitu- 
tional reactors,” are given in Table IT. 

Using this method, we have given a total of 828 injections of house dust 
extract combined with the oral administration of an antihistamine. Some 
of the patients were observed during a two-and-one-half year period 
(Cases 1, 3, and 4) and others during a year or more (Cases 2, 9, 11, 
13, 14, and 16). 

With this method, of combined therapy, all of our patients could 
tolerate a higher dose of house dust extract, according to their age, and 
satisfactory maintenance doses could be worked out. It should be empha- 
sized that all the patients with an extreme hypersensitivity to house dust 
extract, who gave constitutional reactions with very low doses of the 
1:10 solution of the extract (Cases, 1, 3, 7, 9, 10, 11, 12, 14, and 16), 
could tolerate very satisfactory doses of the concentrated solution with 
the combined therapy. 
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Nevertheless, in some of the patients slight constitutional reactions - 


were noted despite the combined therapy. In Case 1, in 104 injections 
of combined extract, we observed very slight constitutional reactions on 
two occasions, characterized by nasal and oral pruritus, weeping eyes, and 
slight cough without asthma. The first reaction occurred when we changed 
from the 1:10 solution of house dust extract to the concentrated solution, 
and the second one when we tried to inject 0.18 cc of the concentrated 
solution, 

In Case 3, of eighty-two injections given, constitutional reactions were 
observed on two consecutive occasions when we changed from the 1:10 
solution to the concentrated solution, but we arrived at a satisfactory 
tolerance by passing slowly from one concentration to the other, finally 
reaching 0.15 cc of the concentrated solution. 

In Case 4, constitutional reactions appeared following three of the 123 
injections given, when we tried a new antihistamine in this child because 
of the side effects produced by the antihistamines, Hista-Clopan and 
Thephorin. These reactions did not occur when we doubled the initial 
dose of the antihistamine. 

In Case 8, in thirteen injections given, three constitutional reactions 
were noted when Thephorin was used in this patient, but these reactions 
were not repeated when the antihistamine was changed. 

In Cases 2 and 16, of forty-nine and seventy-nine injections given, 
respectively, we could observe a constitutional reaction on only one occasion 
when a single initial dose of Hista-Clopan was given, but this reaction 
did not appear again by doubling the dose. 

In all, we have observed twelve constitutional reactions over a total of 
828 injections (approximately 1.5 per cent) of house dust extract given 
to “constitutional reactors.” These reactions, however, were not as severe 
as when the antigen was administered without the antihistaminic drugs, 
and they were never an inconvenience to the extent of making it 
necessary to discontinue desensitization therapy. In some instances they 
disappeared when the antihistamine was changed, when the initial dose 
was doubled, or when adjustments in the dose of house dust extract were 
made, 

The local reactions produced by the house dust extract during the com- 
bined therapy was not as strong as the one observed when the antigen 
was given alone. In Cases 4, 7, 9, 11, 14, and 16, the local pruritus and 
erythema were slightly stronger than in the other patients. 


Side reactions due to the antihistamines were not present in eleven 
patients. In the others, they were very moderate, consisting of slight 
drowsiness, dizziness and headache, and they have not at any time been 
an obstacle to continued treatment. In the few patients in whom these 
reactions were marked, the antihistamine was changed until the one with 
the best tolerance was found. 
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In the patients who were followed for a long time, it was a great satis- 
faction to observe a considerable clinical and immunologic improvement, 
revealing in them the development of sufficient protecting antibodies | 
against house dust. 


COMMENT 


The use of our method in the sixteen “constitutional reactors” permits — 
us to set forth the following facts: 

1. Antihistamines given orally twenty minutes before and thirty-five — 
minutes after the injection of house dust extract have proved to be — 
effective in blocking constitutional reactions produced by this antigen 
in patients hypersensitive to house dust. 

2. This method has several advantages: (a) It permits a noticeable — 
increase of the antigen dosage, thus permitting a satisfactory maintenance 
dose to be worked out for each patient; (b) it eliminates or reduces to a 
minimum the constitutional reactions which, when they do appear, are 


less severe than when the antigen is administered alone; (c) it reduces — 


the local reactions produced by the injection of house dust extract; 
(d) it permits a noticeable clinical and immunologic improvement in the 
patient; (e) it is comfortable and easy to administer antihistamines 
orally. 

3. In combined desensitization therapy it is convenient to use several 
antihistamines in order to give to each patient the one which is the 
most effective and which gives the least side effects. 

4. The doses of the antihistamine should be adjusted in each patient | 


according to age, weight, and degree of hypersensitivity to the antigen. — 
5. To evaluate the efficacy of a method of combined desensitization — 


antihistamine-antigen therapy, it should be tried only in “constitutional — 

reactors” and not in allergic nonselected patients. . 
6. We consider that our method could be used with the same degree 

of effectiveness to block the constitutional reactions that occur during 


desensitization treatment with other antigens, such as molds and pollen. 


SUMMARY 


1. A method is outlined for blocking the constitutional reactions pro- — 


duced by house dust extract during desensitization treatment in hyper- 
sensitive patients by the use of antihistamines orally twenty minutes before 
and thirty-five minutes after injection of the antigen. 

2. The following antihistamines were used: Hista-Clopan, Thephorin, 
Tatagen, and Neohetramine. Their efficacy and side effects varied from 
patient to patient. Doses of the drug were related to age, weight, and 
degree of hypersensitivity to the antigen. 

3. Using this method, 828 injections of house dust extract were given 
to sixteen patients, all of whom were “constitutional reactors.” On only 
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~ twelve occasions were slight constitutional reactions noted, and these were 
not repeated if the antihistamine was changed or if the initial dose was 
doubled. 

4. By the use of this procedure, a marked reduction of the local 
reaction produced by the antigen was observed. 

5. This method of combined antigen-antihistamine desensitization 
therapy has permitted in all patients a considerable increase in the doses 
of house dust extract up to a satisfactory maintenance dose, and resulted 
in great clinical and immunologic improvement. 
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I know nothing which to a man well trained in scientific knowledge and method ) ag 
brings so vivid a realization of our ignorance of the nature of life as the mystery of o fi: 
cell division. .. . It is this power of spontaneous division which most sharply dis- if 
tinguishes the living from the nonliving. .. . The greatest advance I can conceive in rs 
biology would be the discovery of the instability which leads to the constant division tT 
of the cell. When I look at a dividing cell I feel as an astronomer might . . . if he “4% 
beheld the- formation of a double star: that an original act of creation is taking 4:9 
place before me.—Ascribed to BATESON, by Sir J. ARTHUR THOMSON and PATRICK io 3 


GeEpves: Life: Outlines of General Biology, 1931. 
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OBSERVATIONS ON IODIDE SENSITIVITY 


LAMAR B. PEACOCK, M.D., and HAL M. DAVISON, M.D., F.A.C.A. 
Atlanta, Georgia 


 #- OR MORE THAN 100 years potassium iodide and similar inorganic 

iodide compounds have been used for the treatment of bronchial asthma. 
They have been particularly effective in the perennial allergic type. Potas- 
sium iodide is the most commonly used salt and forms the backbone of drug 
therapy in chronic asthmatic states. All allergists appreciate only too 
well its value. It is also used extensively by general practitioners, though 
not nearly as much as is indicated and ony: in smaller ee than 


ABSORPTION AND CONCENTRATION 


The absorption of potassium iodide is similar to that of sodium chloride 
and other halogen salts. From the small intestine the salt is absorbed 
and carried in the extra cellular compartment. It is concentrated at three 
main sites in the body: the salivary glands, the mucous glands of the 
stomach, the thyroid and a fourth site, the lactating breasts in pregnant 
women. It has been shown experimentally that the parotid glands, the 
glands of the stomach and the lactating breasts will concentrate to an 
extent comparable with that of the iodine trap of the thyroid gland. The 
exact mechanism of this is unknown. Within ten minutes following the 
administration of iodide it has been shown that the saliva to plasma ratio 
is approximately 40 to 1, the gastric juice and breast milk to plasma 
ratio is approximately 30 to 1.1 It is not felt that all mucous glands have 
this function since the mucous glands in the duodenum do not concentrate 
iodide. Iodide also is not concentrated in an achlorhydric stomach. While 
parotid glands also secrete amylase, it is not felt that this mechanism is 
tied up with the concentration of iodine since the pancreatic gland does 
not concentrate iodide even though it secretes amylase. 


A normal patient who has been placed on iodine medication can increase 
his total blood iodine from a level of 12 micrograms per cent to 22,000 
micrograms per cent and the protein-bound iodide can increase from a 
normal level of 4 to 8 micrograms per cent to 32 micrograms per cent.’ 
It is believed that the elevated iodide level in the blood acts on the mucous 
glands of the respiratory tract, producing an increased excretion of lower 
viscosity, resulting in an overall expectorant action. Therefore, the mucus 
produced is easier to break loose and is not as prone to stick again to 
the bronchial tree. While it seems rather absurd to try to increase the 


Thanks are extended to Thomas Leeming & Company, Inc., for making funds 
available and for courtesy in furnishing Amend’s Solution, the organic iodine com- 
pound used in these studies. 
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‘amount of mucus produced in the respiratory tract of a person with 
asthma, this turns out to be best if the mucus can be eliminated by 


One of the first accounts of potassium iodide therapy in asthma was 
by Dr. W. B. Casey,* who reported in the Boston Medical and Surgical 
Journal of February 12, 1845, thirty cases of asthma treated with hydro- 
iodate of potash, with all patients receiving unequivocal and decided relief. 
He noted that the long continued use in some patients would cause a 
papular eruption and on two occasions he attributed a conjunctivitis to it. 
As time has gone by and iodide medications have been used more and 
more extensively, there have been increased reports in the literature of 
unusual reactions to iodides in varied forms. 

The reactions can generally be placed in two categories. First, there 
are the toxic signs and symptoms due to acute and chronic overdosage. 
These include a taste of iodine in the mouth due to excessive amounts of 
iodide in the salivary gland excretions, ptyalism, excessive serous discharge 
from the mucous glands of the nose, swelling of all the salivary glands 
with tenderness and pain, acneform lesions of the skin, injection of the 
conjunctivae, edema of the eyelids, frontal headache and, occasionally, 
gastric upset. Most of these reactions can be classified as physiologic ani 
in many instances as normal reactions to overdosage. They do not neces- 
sarily represent a true sensitivity to the drug. The point at which this 
occurs is quite variable. It does occur early in some individuals and 
on relatively small doses of iodide. These might be termed cases of over- 
reactivity but not true hypersensitivity. The average individual tolerates 
the drug well. It can be concluded that there is a wide physiologic range 
of reaction to iodide medication and that minor symptoms, such as iodide 
taste in the mouth, rhinorrhea and perhaps a few transient, small papular 
lesions of the skin, can be expected in most patients who receive large 
doses of inorganic iodides. 

In the second category are the signs and symptoms due to true hyper- 
sensitivity to the drug. In 1940 Barker and Wood* reported seven cases 
of severe iodism from the administration of iodides in hyperthyroidism. 
These patients not only had some of the mild symptoms such as conjunc- 
tivitis, coryza, pharyngitis and enlarged lymphatics, but they also had 
fever, eosinophilia and, in one case, jaundice. In 1945 Arnold Rich® 
reported a patient with hyperthyroidism treated with Lugol’s Solution, 
who developed fever, itching, eosinophilia, papular rash, pharyngitis, buccal 
hemorrhages, painful joints and eventually death. The pathologic find- 
ings were compatible with periarteritis nodosum. In 1946, Davis and 
Saunders® reported a patient with purpura developing from the admin- 
istration of potassium iodide. In 1947, Bechel’ reported three cases of 
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bullous iododerma, apparently originating from the administration of | 
iodinated table salt and clearing with discontinuance. Sheldon*® in 1949 
reported a patient with asthma in whom attacks could be precipitated — 
through exposure to iodides or to iodine compounds. Ehrich and Seifter® — 
in 1949 reported a case of thrombotic thrombocytopenic purpura following — 
the administration of kelp containing iodine. In 1950, Miiller’® reported — 
a young woman with asthma who developed, from potassium iodide admin- — 
istration, an iododerma tuberosum and a febrile illness with a recurrent 
pulmonary infiltration, abdominal pain, polyneuritis, leukocytosis and 
eosinophilia. Biopsies of the skin showed typical findings of periarteritis 
nodosum. Cape’ in 1954 reported a severe case of iododerma of the 
face and marked eosinophilia from iodide administration for asthma. The 
patient recovered with ACTH therapy. Rasmussen’? in 1955 reported two 
further instances in which periarteritis developed following iodide admin- 
istration. In’ 1956, Aquilana and Bissell** reported a case of fungating 
ioderma following potassium iodide use. The skin lesions cleared with 
intravenous hydrocortisone, but three months later the patient died with 
what was termed acute glomerulonephritis. There are many reports in 
the literature concerning the use of compounds containing iodine for x-ray 
studies where death has resulted following intravenous administration." 
Weber-Christian’s disease’ has been attributed to iodide sensitivity. 


MYXEDEMA FROM IODIDE 


In addition to the above two categories of reactions, there might be 
classified one more. It is well known that .1 mg of iodide per day is 
necessary in a patient’s diet to avoid myxedema. In work by Stanley and 
Childs, it was found that 5 mg of iodide in single doses would tend tem- 
porarily to prevent the formation of thyroxin. If this were true, one 
might expect myxedema to occur in all individuals receiving more than 
this amount. Morgans and Trotter? in 1953 reviewed the literature and 
were unable to find any reports of myxedema following iodide adminis- 
tration, but they reported two cases of their own where myxedema 
occurred, apparently from the use of iodides. They concluded that myx- 
edema rarely occurred with iodide administration, as the glands seemed 
to become tolerant of high doses of iodine and to evade the normal block- 
ing action. Skaggs'’ in 1956 reported a case of transient myxedema du- 


to potassium iodide which cleared with discontinuance of the aia +: 
PURPOSE OF STUDY 


In order to have some idea of the number of patients who had reactions 
to iodide of sufficient severity to warrant either sharply reducing the 
amount administered or discontinuing the medication entirely, and to 
obtain a clearer knowledge of the types of reactions, 502 charts of asthmatic 
patients seen in our office over the last two years were reviewed. The 
mildest reactions are not included in these figures, since in many cases 
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the patient did not report the results or the doctor did not think them ; : 
sufficiently severe to record them. Most patients had been warned to H 
expect mild reactions and the medication was never discontinued for 
minimal physiologic complaints. 


TECHNIQUE 


Our technique for administration of iodides was originated by Dr. Hal 
M. Davison in 1921, and has remained essentially the same for a period 
of thirty-five years. The medication prescribed and the method of admin- 
istration are given below: -_ 


Fowler’s Solution ... 
Elixir of Peptenzyme qs ounces 4 


Sig: Drams 1 in water t.i.d.p.c. 1a 
One prescription lasts ten days. ae a 
a 


A series of prescriptions is given in which the elixir of peptenzyme 
remains constant at 4 drams; the Fowler’s solution is decreased by /% 
dram each prescription down to zero, then again increased by % dram 
to a maximum of 1% drams; the S.S.K.I. is increased by 1 dram each 
prescription to a maximum of 16 drams or to tolerance, then decreased by 
1 dram each prescription to 4 drams. 

Listed below is the dosage of potassium iodide in grams in a series of 
these prescriptions, followed by a notation of the amount of arsenic tri- 


oxide in milligrams: 

Single dose......... 0.53 67 8 93 1.07 1.2 1.33 
1.47 1.6 1.73 1.87 2.0 ZAs 2.0 1.87 

Daily” 1.6 2.0 24 : 28 3.2 3.6 40 
4.4 48 a2 5.6 6.0 6.4 6.0 5.6 

Potassium arsenite solution contains 1 per cent arsenic trioxide—1l gram in 100 cc; 

40 mg in 4 cc. 
Amount of arsenic trioxide in mg. =~ 4F 


Single dose: 2.0 1.33 0.67 
Daily dose: 6.0 4.0 2.0 7 =i 


Total: 120 mg in forty days or 3 mg per a average. 


It is not the purpose of this paper either to recommend or condemn the 
use of Fowler’s solution in combination with potassium iodide. It is felt 
by the authors that the results from the combination have proven better 
than the use of saturated solution of potassium iodide alone. Not a single 
case of recognized arsenical reaction of any severity has occurred in their 
use over this period of time. 

If toxic reaction requires the elimination of the drug, one would have 
to eliminate iodides as rapidly as arsenicals since untoward reactions are 
reported from both. 
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RESULTS 


Of the 502 charts reviewed the number of reactions totaled eighty-one, 
or ‘16.1 per cent. Of this total, sixty-eight (13.5 per cent) had sufficient — 
reactions to warrant complete discontinuance of the drug; thirteen, or 2.6 © 
per cent, were able to tolerate the drug at markedly reduced doses. This’ ; 
total of 16.1 per cent was much higher than expected. All of these reac- 
tions were what might be termed “physiologic reactions” from overdosage. 


No. of charts reviewed 
_ No. of iodide reactions 
No. of patients discontinuing drug due to reactions 
_ No. of patients continuing drug at lower doses in spite of reactions... 13 


The types of reactions and their frequency are listed below: 


TYPES OF POTASSIUM IODIDE REACTIONS 


Increased reaction at point of 
extract injection 
Insomnia 
Salivary gland edema............... Thinning of the hair 
Face and eye edema Bladder and kidney symptoms....... 
Gastrointestinal symptoms Headache 
Thyroid enlargement sufficient to dis- Chills 
continue the drug 
Nasal symptoms Vomiting 
Increased asthma 3 Nervousness 
_ Hoarseness Aching jaws 
Diarrhea Herpes 
Throat edema Burning in mouth and nose 
Sore throat 


Dermatitis of a papular type was the most common finding. Much less — 
frequent were gastrointestinal symptoms, salivary gland swelling, edema 
of the face and eyes, nasal symptoms and a bad taste in the mouth. It © 
should be noted that in five cases, thyroid enlargement was so marked — 
that the drug was discontinued for this reason alone. This figure does | 
not include all of the individuals who had enlargement of the thyroid 
gland from iodide administration. The incidence is actually much higher. 
In twenty cases recently studied specificially for this, ten patients had — 
definite thyroid enlargement. Iodides through their blocking action prevent 
the release of thyroxin from the thyroid gland and in turn cause reten- 
tion and enlargement. Patients on this drug should be warned si this 
possibility to avoid misdiagnosis of nodular goiter. 


ORGANIC IODIDES 


With approximately 14 per cent of our patients unable to take potas- 
_ sium iodide, it was felt advisable to seek a substitute expectorant. Treat- — 
ing ieee with chronic an can indeed be a problem without the | 
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- IODIDE SENSITIVITY—PEACOCK AND DAVISON 
use of iodides. Organic iodides have been reported by Ogden’® and 
others to be of help in asthmatic patients. Organic iodides generally are 
less toxic and cause decidedly less reaction. With this in mind, twenty-nine 
patients with known iodide reactions were administered an organic iodine 
solution in a dosage varying from ten to twenty drops three times a day. 
Of these twenty-nine patients, twenty-four had good relief with no reac- 
tion, four had aid but did have a reaction to the drug, one patient received 
no help and had a reaction. 

More recently we have tried several patients on this solution who had 
not previously taken potassium iodide. Of eight, seven obtained good 
relief without reaction, while one patient received no help from the drug 


and had a gastrointestinal disturbance. 5 
te: 
ORGANIC IODINE ADMINISTRATION 
In patients having had iodide reactions: 
Relief but no 24 
In patients with no known iodide sensitivity : —- 
Relief with no 
No relief and had a 1 


It is thought that organic iodine compounds are not as effective or 
quick acting as the inorganic iodides in the average asthmatic patient. 
Nevertheless they are of extreme usefulness in patients who have had 
reactions to inorganic iodides. It is theorized that the organic iodides 
release iodine in the body in smaller quantities and over a longer period 
of time. The patient, therefore, has a lower level of iodide in the blood 
and has less reaction on this basis alone. Four patients receiving twenty 
drops of organic iodide solution three times a day had protein-bound 
iodide levels checked and in each case the level was within the upper 


limits of normal. However, these patients were receiving benefits of 
‘ 
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SUMMARY 
ee 16.1 per cent of 502 asthmatic patients had sufficient 
reactions to inorganic iodides to warrant discontinuance or sharp reduction 
of their medication. These reactions were physiologic ones from over- 
dosage or similar symptoms occurring at lower dosage due to over-reac- 
tivity on the part of the individual. None of these patients developed signs 
or symptoms of true hypersensitivity such as arteritis, marked eosinophilia, 
proteinuria, jaundice, polyneuritis or bullous iododerma. No cases of 
definite myxedema were noted. Of twenty-nine patients reacting to 
inorganic iodides, twenty-four were able to get good relief from asthmatic 
symptoms without reactions, when placed on an organic iodine solution. 
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Rather than avoiding all iodide compounds in over-reactive patients, it 
is recommended that organic iodides be tried. 
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At its meeting held on February 1, 1957, the Sociedad Venezoland de Alergologia 
elected the following officers: 

President: Dr. Marcel Granier ; 

Vice-President: Dr. Francisco Kerdel Vegas 

Secretary: Dr. Armando Perez Lozano 

Treasurer: Dr. Luis Lozano Gomez 

Librarian: Lic. Zoraida Luces 
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Report of Three Cases 

JOHNNY A. BLUE, M_LD., F.A.C.A. 

Ons of the most distressing conditions faced by the ophthalmologist 
is dendritic ulcer of the eye. In the past it has shown little or no inclina- 
tion to yield to any form of therapy. For the most part, the treatment 
has been conventional, of extended duration, and oftentimes the patient 
was incapacitated. Painful and debilitating procedures, such as induced 
fever by typhoid vaccine intravenous injections, were resorted to over a 
period of months in many cases. 

With the advent of ACTH and cortisone, these preparations were tried 
on dendritic ulcer with favorable results reported.> However, it has now 
been learned that this form of therapy is contraindicated and that it may 
cause the lesion to spread and rupture the cornea. 

Since this lesion of the eye resembled the lesion of some other viral 
skin lesions (smallpox, chickenpox, and herpes simplex), Swinny con- 
ceived the idea that such lesions might be related. | 

Gruter* was the first to isolate this specific virus from the fluid of the 
vesicle. He was able to reproduce similar lesions by inoculating the 
cornea of rabbits. By this procedure he learned that the infections 
traveled up the corneal nerve and eventually produced a herpetic encepha- 
litis. This indicated that it was a primary infection, because when once 
infected with herpes simplex virus one ordinarily develops and maintains 
specific neutralizing antibodies for many years.° 

Immunity following recovery from viral infections, however, varies 
greatly. Smallpox, influenza, measles, and poliomyelitis may produce 
lifetime immunity, while the so-called common cold and herpes simplex 
immunity may be only transitory. The continued presence of the virus 
in living cells is believed to be necessary for development of immunity 
in herpes simplex.? 

Previous attempts have been made by Anderson, Hamilton, and Wil- 
liams? to vaccinate against herpes simplex. They used dead herpes simplex 
virus grown on the amniotic sac of chick embryo. With this they inoc- 
ulated sixteen children, nine of whom were followed for one year. They 
then concluded that the vaccination was of no benefit in preventing primary 
herpetic infections under the conditions of their study. 

Regardless of the above report of failure, the present therapy was 
undertaken because of numerous gratifying results obtained by increasing 
doses of influenza virus A and B polyvalent vaccine without ill effects 
(such as encephalitis), and because one patient with dendritic ulcer was 
given a prophylactic dose of influenza vaccine and subsequently experi- 
enced marked improvement of his dendritic ulcer. 
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DENDRITIC 


PROCEDURE 


Three patients with dendritic ulcer of the eye were treated by intra- 
cutaneous injections of .05 cc of influenza virus A and B polyvalent 
vaccine. This was increased to 0.05 cc daily, the patient being carefully 
observed for any systemic involvement or flareup of the dendritic ulcer, 
or for any untoward local irritation at the site of injection. This treat- 
ment was continued until 0.25 cc was reached. Thereafter, this amount 
was used as a maintenance dose two or three times weekly. 

Smallpox vaccine was given by the multiple pressure method every seven 
days in conjunction with the virus A and B, mainly because of its long 
lasting viral immunizing effects, despite reports from other investigators 
that it had not by itself proved of much benefit in dendritic ulcer. 

The size of the dosage of the virus A and B polyvalent influenza vaccine 
was adjusted according to the individual reaction of the patient. By this 
therapy, the lesions regressed until no staining was present, and went 
on to scar formation, even, in one case, with the repeated and continuous 
use of cortisone ointment. 

In one patient improvement was rapid. The other two improved more 
slowly, nevertheless; improvement was more rapid than in those on 
conventional therapy. Even with slower improvement, neither of these 
cases has experienced a recurrence, although the tendency of both herpes 
simplex and of dendritic ulcer to recur is well known. 


DISCUSSION 


It is realized that no conclusion can be drawn from the report of only 
three cases; however, the patients in the foregoing report did show 
encouraging results in a condition which has long been perplexing, and 
for which no satisfactory treatment has yet been devised. I submit them, 
therefore, in the hope of stimulating more interest in the subject of 
possible treatment, and of encouraging further investigation along this 
line of therapy. 

To me, the apparent success derived in these three cases from the form 
of immunization described suggests that the method is at least worthy of 
further study—study that might open the door to a method which would 
alleviate a heretofore disabling and baffling condition. Perhaps in the 
future allergy and ophthalmology may work as a team towards alleviating 
and managing dendritic ulcer. Symptomatic treatment, as we have until 
now understood it in connection with dendritic ulcer, too often has meant 


allowing it to run its scarifying and recurrent course. 


SUMMARY AND CONCLUSIONS 


Three cases of dendritic ulcer seen by the author were treated by intra- 
dermal inoculation with graduated doses of influenza A and B polyvalent 
vaccine. Smallpox vaccine given by the multiple pressure method was 
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used in conjunction with this. Results were encouraging, in that the 


lesions cleared promptly and have not, to date, recurred. base %y 
While the author realizes that the results of treatment in three cases i sh 

cannot be regarded as conclusive, he feels that they do warrant further rey 


study and investigation along the lines described. a. 
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FELLOWSHIPS IN RESEARCH AND CLINICAL ALLERGY 


The Board of Trustees of the American Foundation for Allergic Diseases an- 
nounces the availability of three Fellowships in Research and Clinical Allergy for 
a period of two years each, carrying a stipend of $4,500 for the first year, and 
$4,750 for the second, with an additional $750 for laboratory and travel expenses 
during the two-year period. The funds for these fellowships have been made avail- 
able by Mr. John D. Rockefeller, Jr., in a grant to the Foundation. 

Candidates must be graduates of approved medical schools and must have com- 
pleted the graduate training required as a preliminary to certification by the 
Boards of Internal Medicine or Pediatrics. 

These fellowships have each been established with investigators eminently quali- 
fied to teach the principles and techniques of scientific methods and in institutions 
with adequate clinical facilities. 

Applications should be received by May 10, 1957. Notification of action taken will 
be sent to successful candidates by June 10, 1957. Applicants should apply directly 
to one of the following investigators by whom the final selections will be made: 
Dr. Frederick G. Germuth, Jr., Associate Professor of Pathology, The Johns Hop- 


kins University Medical School, Baltimore 5, Maryland; Dr. Colin M. MacLeod, ao 
Professor of Research Medicine, University of Pennsylvania, 820 Maloney Clinic, 4 
36th and Spruce Streets, Philadelphia 4, Pennsylvania; or Dr. Herman N. Eisen, ; un 
Professor of Medicine (Dermatology), Washington University School of Medicine, -» 


Saint Louis, Missouri. 
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A PSYCHOTHERAPIST’S INTEGRATION AN 


BENNETT KRAFT, M.D., F.A.C.A., JOSEPH D. HOWELL, M.D., and 
DAVID BLUMENTHAL, M:S.W. 


Indianapolis, Indiana 


For THE last eighteen months a psychiatric social worker i in sea 
practice has spent two days a week in our office, giving seventy-five 
patients under allergic management, psychotherapeutic examinations 
and/or treatment. One to fifty-five interviews have been held with each 
of these patients. 

Patients were referred to him for a variety of reasons: (1) A history 
which revealed consultations with at least six or eight physicians, another 
allergist, or one of the well known clinics with no improvement; (2) 
adequate allergic treatment for at least one year with minimal or no im- 
provement; (3) allergic symptoms apparently triggered by one or a 
series of life situations; (4) symptoms aggravated by emotional stresses 
resulting in a request for help on the part of the patient. 

In this group of patients there were thirty-two with asthma, fourteen 
with atopic dermatitis, ten with vasomotor rhinitis, eight with urticaria, 
seven with headaches, two with Méniére’s syndrome, and two with eye 
symptoms. 

Of the seventy-five patients seen the therapist terminated his treatment 
in thirty-nine cases, twenty are continuing to see him and sixteen re- 
quested that this treatment be discontinued. Six of the latter are still 
under allergic management. Nineteen have shown no physical improve- 
ment, forty-one were markedly improved and fifteen are symptom free. 

The first step in the psychotherapeutic regime was the diagnostic study, 
and twenty patients never proceeded beyond this phase, which occupied 
one or two interviews with most patients. The purpose of the diagnostic 
study was fourfold: (1) to develop a psychosocial history as it pertained 
to the development of the patient’s illness; (2) to determine the dynamics 
and assess the level of psychologic adjustment; (3) to evaluate the role 
physical symptoms play in the patient’s defenses; and (4) to assess the 
patient’s motivation for psychologic treatment and his ability to establish 
a treatment relationship. Whenever it was felt that the patient had a 
tenuous hold on reality and the physical symptoms played an essential part 
in maintaining this adjustment, psychotherapy was not encouraged. If, 
however, the patient seemed amenable to psychotherapy, the therapist 
moved into either the “supportive” or the “clarification” phase of treat- 
ment. Twenty-six cases received supportive therapy and twenty-seven 


Presented at the Twelfth Annual Congress of The American College of Allergists, 
April, 1956, New York, New Yor 
Dr. Howell is an Associate Fellow of The American College of Allergists. 
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were involved in treatment classified as clarifying (corrective emotional 
experience). 

The supportive cases utilized from two to twenty-four interviews; the 
average patient was seen seven times. Clarification utilized from two to 
fifty-one interviews, the average patient being seen for fourteen visits. 
Supportive treatment had for its goal the strengthening of the healthy 
aspect of the personality, leaving the negative elements untouched. Sup- 
port was used generally for two types of patients: (1) Those who hac 
reacted to an extremely disturbing environmental situation by developing 
physical symptoms as part of homeostasis, and who used the supportive 
contacts to integrate more effectively their frustrations and consequently 
had less need for the physical symptoms; and (2) those who had extensive 
personality difficulties where the goal was not to remove the pathology 
but to help them to adjust as effectively as possible within their limitations. 
This group would probably never have sought psychologic help had it 
not been for their physical symptoms. Usually the interviews involved 
primarily a discussion of the symptoms rather than the psychologic 
factors. Often these people felt better without insight as to why they 
had improved. 

“Clarification” involved work with individuals of good ego strength 
and was directed toward their obtaining greater understanding of their 
physical and emotional reactions to certain anxiety-producing situations. 
As they were helped to understand themselves, they were able to meet 
their life situations more effectively with less need for symptoms. All 
of the patients involved in clarification treatment had complete or marked 
relief of their physical symptoms. 

The final classification of the psychologic therapy was insight develop- 
ment. Two patients were treated at this deeper level, the goal of which 
was to make basic changes in their psychologic defense mechanisms. 

Since most of the patients continued to see one of the physicians after 
they terminated the psychotherapeutic interviews, we were able to follow 


their progress. So far, patients who had improved have, with one or 
Pp > Pp p 


have, 
two exceptions, maintained this improvement. y. 


CASE REPORT 


Three case histories are presented to illustrate the different types of 
treatment used : 


Case 1.—Mr. W., aged forty-two, was given supportive treatment. He consulted us 
because of perennial vasomotor rhinitis and bronchial asthma of twenty years’ 
duration. After six months of allergic management with no improvement, he was 
referred for psychotherapeutic interviews. He was a factory worker who had 
worked hard all his life and felt that he had very little to show for it. His two 
children had recently moved away from home and established homes of their own, 
leaving him with a feeling of being unneeded and unwanted. He has grown further 
away from his wife through the years, and dreaded the specter of a rather lonely 
and unpleasant future. His asthma became more severe aad year after a younger 
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person was promoted to a position at the plant which he had expected. As he failed 
to advance in his job and saw younger men promoted his anxiety increased. He 
felt that if it were not for his asthmatic symptoms he would have advanced more 
quickly. He seemed to need his symptoms in order to “save face.” The fact that 
he had asthma was an excuse for his not being promoted, an excuse for his not 
attaining the kind of success in the last several years that he felt he should have had. 
His illness did not become incapacitating until his children left, he was passed up 
in his promotion, and he began to feel the anxiety of loneliness and failure. Rather 
than interpreting the emotional implications of his physical symptoms, he was helped 
to feel that he had earned the chance to take it easy. He was given approval for 
his dependency needs. In a way, we agreed that his asthma had handicapped him 
so that he could not expect as much from himself as he could if he were well, and 
he was encouraged to feel that his life had not been a failure. As he began to feel 
accepted by us, dependency needs and all, he was able to accept himself more realis- 
tically and more gracefully. There was a marked improvement in his asthmatic 
symptoms. 


Case 2.—Mr. R., thirty-six years old, consulted us because of perennial vasomotor 
rhinitis, worse in August and September, of twenty years’ duration. He was treated 
by other physicians and by us with little improvement. He was then seen for 
twelve psychotherapeutic interviews and clarification treatment. The nasal symptoms 
have almost entirely disappeared and he feels much more pleased with his general 
social adjustment. He is a compulsive person, highly intellectual, the only son of a 
broken home. Several female members of his family, including his mother, have 
been hospitalized for mental illness, and his mother died in a mental hospital. His 
father was attentive to the son’s physical needs and yet was overly strict. Somehow 
spontaneous expressions of feeling, especially anger, were felt to indicate emotional 
weakness and these negative feelings had to be strongly guarded against. Whenever 
he was in a situation that would ordinarily stir up anger or hostility, he would begin 
to sneeze and cough. This would serve to draw the attention away from the anger- 
producing situation and was an effective emergency symptom. Through the twelve 
interviews he was given some insight into the fact that he was suppressing negative 
feeling. This was associated with the idea that expressions of hostility and even 
thoughts of anger were evil and somehow would produce a psychoti¢ break. Bad 
thoughts were associated with hurting people and being hurt. The ventilation of 
these concerns and fears and their acceptance by the therapist permitted the patient 
to tolerate his own feelings. They became more spontaneous and consequently his 
interpersonal relationships were more satisfying, which relieved him of the need to 
sneeze as an escape. 


Case 3—Mrs. D., a war bride, was seen for fifty-five interviews over a period of 
fourteen months, and was given insight therapy. The presenting symptoms were 
bronchial asthma and atopic dermatitis. She was an intelligent, highly intuitive 
person who had deep feelings of inadequacy. She was extremely protected during 
her childhood and adolescent years, and broke away from her parents to marry an 
American soldier. Usually she is passive, ingratiating, extremely constricted in 
expression of feeling. She is constantly trying to make up for a feeling of guilt 
that seemed to stem from her always unsuccessful attempts to please her mother 
and approach the unrealistically high standards of her father. 

Through treatment she has been able to work out her mixed feelings regarding 
her parents, and has succeeded in emancipating herself from them emotionally. As 
she gained a deeper understanding of her motivations, she improved. Her rela- 
tionship to her husband is now more satisfactory and Mrs. D. has been able to 

She has re- 
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leased her creative energy for short story writing and is developing this as an 

added area of satisfaction. The symptoms reappeared at times during the various 

phases of the eoereenee and served as a barometer of feeling. 


There is a constant change in all scientific thinking today away from 
states and entities in the direction of dynamics and processes. We have 
tried to show that illness can be treated more effectively by shifting the 
approach from a disease-focused concept to an “organismic” concept. The 
team work we have described has more often than not provided these 
patients with relatively effective means of relieving their symptoms. In 
many cases it has provided them with psychologic improvement also. 
Many of the patients who have been helped have been able to make changes 
in their life situations so as to protect and fortify themselves against a 
return of the same conditions that aggravated their physical symptoms 
in the first place. 

Psychotherapy was facilitated by the fact that most of the patients 
had already established rapport with the office, had confidence in the 
physicians and nurses and transferred this confidence quickly to the 
psychotherapist. This enhanced the value of the psychologically suppor- 
tive interviews and this support was extended to the patient even after 
he had terminated the interview. 

We believe that further improvement in our therapeutic methods can 
only result from a persistent re-examination of our theories and experi- 
mentation with new techniques. 
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The Sociedad Uruguaya de Alergologia was founded on October 18, 1956. Officers 
for 1957 are: 
President: Dr. B. Varela Fuentes 
Vice-President: Dr. Pablo Recarte 
Secretary: Dr. Julio A. Moretti 
Assistant Secretary: Dr. Juan Vidart Megget 
Treasurer: Dr. Juan C. Dighiero 
Assistant Treasurer: Dr. Luis A. ee: Bula 
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A CUTANEOUS ANAPHYLACTIC REACTION AS A CONTRA- 
INDICATION TO THE ADMINISTRATION OF ANTITOXIN 


Historical Document 


wy W. L. MOSS, M.D. 
Baltimore, Maryland 


Almost every physician who frequently has occasion to administer 
_ antitoxic serum has seen more or less serious symptoms follow the injec- | 
tion in individuals who months or even years previously have received — 
serum. These symptoms usually develop within twenty-four hours, often 
in less time, and may be slight, consisting of one or several of the follow- 
ing: erythema, urticaria, swelling of lymph-glands, joint pains, fever or 
they may be very grave, consisting of the above in an exaggerated form | 
with profound collapse, albuminuria and bloody stools. : 
It seems very desirable to be able to determine in advance those cases : 
in which a second administration of serum will precipitate dangerous 
anaphylactic manifestations. In a recent paper Knox, Moss and Brown’ _ 


described a local cutaneous anaphylactic reaction which indicates hyper- . i 


sensitiveness in rabbits to horse serum. Thinking that this test might give _ 


the desired information in the case of patients requiring a second injection _ 


of antitoxin after a lapse of sufficient time for the development of hyper- 4 ; 
sensitiveness, I have applied it in thirty cases. ; 
Before discussing the results, the test, which is extremely simple and i 
easy to perform, may be described as follows: The skin of the non-hairy — 
inner side of the upper arm is cleansed with alcohol, dried with a sterile 
sponge and 0.01 c.c. normal horse-serum, preserved with a few drops of _ 
chloroform is injected intradermally. A fine needle and a hypodermic 
syringe divided into hundredths of a cubic centimeter is convenient for this _ 
purpose and undiluted serum should be used. A positive reaction consists 
usually of an area of inflammation 1 to 2 cm. in diameter, which comes on 
within twenty-four hours and disappears in two or three days. It some- — 
times happens that the entire reaction is over in twenty-four hours, so | 
that an observation should be made at the end of about ten hours after 
the injection. The reaction is purely local at the site of injection and 
in no case have any constitutional symptoms or discomfort resulted. With 
a negative reaction nothing is to be observed except perhaps the needle- | 
prick, and if care be taken to introduce the needle sufficiently super- — 
— ficially even this may not be found. 
Of the thirty individuals tested, nine had never received any form of ; . 
antitoxin and all nine gave a negative reaction. The remaining twenty-one _ 
_ individuals had received antitoxin from four months to ten years pre-_ 
viously. Ten of these gave positive reactions and eleven negative. The 
— result does not seem to depend on the length of time which has elapsed 


From the Research Laboratory, Phipps Dispensary, Johns Hopkins Hospital. 
Reprinted from J.A.M.A., 55:776-777 (August 27) 1910. 
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since the injection of antitoxin, as the positive and negative reactions 
were about equally distributed as regards the time interval since injection. 
It is hardly to be expected that all ten of the patients giving a positive 
skin reaction would develop serious anaphylactic symptoms should they 
receive another therapeutic or prophylactic dose of antitoxin, but of the 
ten positive reactions especial attention must be called to three which 
differed markedly from the remainder. These set in with explosive sud- 
denness, one at the end of about six hours, another after about eight hours 
and the third after about twenty-four hours. Immediately surrounding 
the site of injection there suddenly appeared an urticarial wheel about 
1.5 cm. in diameter and surrounding this an areola of inflammation about 
5 to 6 cm. in diameter. The appearance of the reaction was accompanied 
by marked itching, but no other manifestation. These three reactions 
subsided as the others did, except, perhaps, in less time. It would seem 
that reactions of the nature just described might indicate danger from any 
further injection of antitoxin serum. 

The value of this test can be determined only by injecting therapeutic 
or prophylactic doses of antitoxin in individuals who gave a positive 
skin reaction. Since the value is undetermined, patients who give a posi- 
tive skin reaction must present themselves in whom the indication for 
the administration of antitoxin is sufficiently urgent to overbalance any 
possible fears we may have of serious anaphylactic manifestations resulting. 

I have presented this reaction before having tested it out fully, because 
of the length of time which would be required to do it in this hospital, 
owing to the fact that at present we have no ward for contagious diseases 
such as diphtheria. I would suggest that wherever a delay of twenty-four 
hours is permissible before the injection of antitoxin, this test be per- 
formed ; if the patient gives the ordinary positive reaction and the indica- 
tion for antitoxin is very slight it might be safer to withhold the anti- 
toxin, but if the indication is fairly strong the patient should receive the 
injection. In the presence of a positive reaction, such as described in 
the three cases above, I should hesitate to give antitoxin except on very 
urgent indications; however, the value of the test must be finally deter- 
mined by just such cases, and it is to be hoped that any who carry out 
the test will report the results in order that we may determine if the 
reaction gives us a means of knowing in advance those cases in which 
second injections of antitoxin are contraindicated and thereby prevent the 
lamentable accidents which sometimes now occur. 

In conclusion I would say, that so far as I am aware, no such test as 
I have proposed has been recorded, although I make no claims to having 
gone through the enormous literature which has appeared in the last few 
years on the subject of anaphylaxis. 


REFERENCE 
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K. A. BAIRD, M.D., F.A.C.A. 


Lancaster, New Brunswick, Canada : 

N Fragment of a Preface to a Treatise on Vacuum, Pascal pointed 
out that there are two chief areas of human inquiry, those deriving au- 
thority from documents, and those seeking understanding of the external 
world. This review inquires into documents, but they must not be con- 
sidered authoritative. In the reviewer’s opinion, there are no authorities 
in medicine—only individuals with opinions, some more firmly based on 
experiment or observation than others, and some more logical than others. 
The bibliography is not complete. It is not even a list of all recent articles. 
Considering the nearly 20,000 references on allergy and applied immu- 
nology, Forman’®’* says: “The fragmentation of research has gone so 
far that its reintegration into something that can be used is becoming more 
urgent than the research itself.”” Noting many references on “Bacterial 
Allergy,” he adds, “this is an intractable subject of research and little 
progress has been made in it in the past ten years. One feels that some- 
thing more might have come out of the stupendous effort represented by 
all that went into the preparation of the papers that have appeared on 
that subject in the meantime.” 

It is hoped that bringing together various opinions (at times widely 
divergent) concerning bacteria and various conditions thought to be based 
on allergy may help in “reintegration” of the subject. The reviewer has 
tried to treat the subject objectively ; and often quotes from the originals 
rather than attempting to summarize in order to avoid any unintentional 
“slanting of the news.” In a few cases, a reviewer’s privilege has been 
exercised in commenting for such purposes as the following: (1) To 
correlate opinions expressed ; (2) to call attention to weakness or strength 
of a statement, or (3) to contrast opinions. 

Von Pirquet”®® mentions bacteria first among causes of hypersensitivity 
“in the immunized organism” and reasons that “immunity and hypersensi- 
tivity . . . can be connected most intimately with one another.” He pro- 
posed the word allergy to designate “the changed capacity to react . 
which occurs in the organism when it comes in contact with any organic 
living or lifeless poison.” Since his day, interest in the wide new field 
of hypersensitivity conditions caused those interested to tend to limit 
the use of the world allergy. As Baer and Leider® have said: “It is un- 
fortunate that some experimentalists and theoretical immunologists have 
narrowed the concept of allergy in a way which tends to mislead the 
practicing allergist in the matter of the interpretation of the phenomena 
of allergy. . .. Some workers tend to make allergy equivalent to conditions 
of hypersensitivity . . . and thus fail to see that hyposensitivity and 
immunity as allergically derived conditions, naturally occurring or thera- 
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peutically induced, are equally or perhaps even more important to explore 
and include in allergy.” They themselves “‘adhere to the original concept 
of allergy as formed by Von Pirquet and Schick, and as interpreted by 
Sulzberger, which in its simplest and most inclusive form defines allergy 
as any specifically acquired alteration in the capacity of living tissue to 
react to a substance, which substance may be animate or inanimate.” The 
reader will notice that not only do various writers use the word allergy 
in both the senses which Baer and Leider have mentioned, but many 
seem to have departed still further from Von Pirquet’s original idea and 
assume that there is a clear cut distinction between allergy (which seems 
to mean clinical sensitivity to inanimate material which usually (or at least 
sometimes) will produce a positive wheal reaction in the skin), and any 
conditions which may be due to living organisms or their products (all 
such conditions apparently being labeled “‘infection’’ or “infective”). This 
distinction may not describe every situation, but the reviewer thinks it 
wise to call the reader’s attention to the fact that many of the writers seem 
to assume that there are two and only two entities: allergy and infection, 
apparently assuming there is no allergy to infection, i.e., to the products 
of bacteria. On the other hand, others seem to think in terms of (1) 
allergy to material from inanimate sources, (2) allergy to bacteria and 
their products, and (3) infection (or reaction of immunity to bacteria). 
A few of these latter tend to distinguish between “bacterial allergy” and 
“a complete allergy study,” as though the study could be complete without 
studying possible allergy to bacterial products. Some writers speak of 
“toxins” or “toxic materials from a focus,’ when they do not make 
clear whether they mean protoplasmic poisons or potentially sensitizing 
substances, which actually do stimulate sensitivity reactions in the particu- 
lar cases discussed. In other words, this reviewer suspects a number of 
writers are actually discussing allergy to the products of bacteria, but hesi- 
tate to use the expression or a similar one. 

It is the reader’s privilege to disagree with the above view, but Rapa- 
port?®® seems to express it when he says: “There is considerable misunder- 
standing relative to the term ‘bacterial allergy.’ ‘Bacterial allergy’ may 
occur when the infectious process is at the site of the allergic symptoms, 
as asthma in association with respiratory infection; or when the two are 
widely separated, as the association of an ear or skin infection with a 
nephritis.” One difficulty in demonstrating relationship between bacteria, 
infection and symptoms of allergic nature is the failure of bacterial 
extracts or vaccines to cause whealing reactions. Bacterial allergy is not 
simple. “It involves allergic sensitization to bacterial products, i.e., the 
nucleoprotein and/or endotoxin of the organism concerned. Harley states 
it clearly when he says it does not follow that because a streptococcal 
focus in the tonsils is removed the supply of nucleoprotein allergen to 
the site of the allergic reaction is completely cut off. Other types of strep- 
tococci with similar nucleoprotein may be present in other parts of the 
body, for example in the nasopharynx, and continued exposure to this 
protein substance may be able to keep the reaction going.” 

Unlike Harley (as quoted by Rapaport) many assume it is necessary 
to have an “infection” or “focus of infection” to cause bacterial allergy, 
and do not seem to consider the possibility that the bacterial products 
may be coming from an area or areas where there are bacteria but no 
particularly noticeable immunity reaction to their presence; i.e., a throat 
not sore, low grade pyorrhea, sinuses harboring bacteria without inflam- 
mation, an intestine which gives the patient no trouble, et cetera, the 
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“symptoms being caused by the “changed capacity to react”’ of the shock 
organ. 


SIGNS OF INCREASING INTEREST 


It has been suggested editorially™> that bacterial allergy in contrast 
with simple bacterial infection serves more and more to explain many 
diseases. As early as 1918, Walker?®* reported positive scratch tests with 
extracts of powdered bacteria and improvement in patients treated with 
vaccines of the organisms which gave the positive reaction. 

The Association of Allergists for Mycological Investigations, Inc., 
Chicago, Illinois, expanded its projects to include study of airborne bac- 
teria, and a series of articles previously published under the general title, 
“Mold Fungi in the Etiology of Ailergic Disease,” was called “Fungi and 
Bacteria in the Etiology of Respiratory Allergic Disease.’’**178 

At the Second European Congress of Allergology (Copenhagen), May, 
1953, one session was entirely given over to papers on subjects having to 
do with “Allergy and Infection.” Former Surgeon General Leonard A. 
Scheele says,** “the renaming of the National Institute of Allergy and 
Infectious Diseases reflects the importance of the new research program 
on allergies and the close relationship of such research with the study of 
infectious diseases.” Swineford and Holman state:**! “The allergist’s 
chief concern with bacterial allergy is the role it plays in asthma, hay 
fever, urticaria, angioneurotic edema, and eczema. Students of infectious 
diseases are concerned with the role of bacterial allergy in tuberculosis, 
brucellosis, and many other systemic and local, acute and chronic, infec- 
tions. The internist w ants to know if and how bacterial allergy produces 
rheumatic fever, glomerulonephritis, atrophic arthritis, and the distant 
manifestations of focal infection. Many other examples of the wide range 
of interest in the problems of bacterial allergy could be cited.” 


OPINIONS CONCERNING ALLERGY TO PRODUCTS OF BACTERIA 


In chronic infections of known etiology, many pathologic features have been 
shown to result from allergy to the infective agent. . . . Even in clinical problems, 
such as the relation of infection to the common allergic diseases, and in practical 
methods of diagnosis and treatment, there is no unanimity among the many workers 
in the field.82 

The role that infection or focus of infection plays in the initiation, aggravation 
or masking of the allergic symptoms in the average patient has always been an 
interesting feature of the specialty. . . . It cannot be overlooked that infection 
does play a role in the production of many symptoms and probably many actual 
diseases which, through lack of proper recognition, are today included in another 
field. At least they are not considered as being primarily allergic in origin. Recent 
opinions emphasize the striking similarity. between the acute joint manifestations 
of acute rheumatic fever and the joint involvement of serum sickness. That the 
incidence of allergy is three times greater in rheumatic children than among non- 
rheumatic controls has been the findings of Rittwagen et al.124 

Nevertheless, bacterial allergy, as distinguished from simple bacterial infection, 
is serving increasingly to explain the etiology of many diseases, the pathogenesis of 


Wittich2™ writes as follows: 


There appears to be much confusion as to the implications of the term “bacterial 
allergy.” One group uses it only in connection with the relationship between bacteria 
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and that group of allergic conditions designated by Coca as atopy. Others associate 
the terms only with those types of hypersensitiveness which result from bacterial 
infection. The broader and less confusing use of the term is in the generic 
sense to include all types of hypersensitive reactions that may develop when the 
tissues are brought in contact with bacteria, their products, or extracts, of the 
organisms. 


According to Blanton,®" bacterial allergy is the oldest subdivision and 
probably the commonest type of allergy, but application in clinical allergy 
still is vague and uncertain. The majority think infection purely a trigger 
mechanism. 

Scherago?"® writes: 

Many allergists are unwilling to accept hypersensitiveness to infecting bacteria as 
an explanation of such conditions as asthma and hay fever because the skin reactions 
obtained with bacterial products are of the delayed and inflammatory nature instead 
of the immediate urticarial type obtained with simple protein extracts. They also 
point to the fact that treatment with vaccines rarely produces general reactions with 
urticaria and toryza. Others, on the other hand, hold that when the patient has 
one or two attacks of asthma during the year, although there has been no change 
in his environment, occupation and diet, and when the attacks are definitely associated 
with an acute respiratory infection, it is reasonable to make the diagnosis of 
“bacterial asthma,” and to assume that the bronchial spasm is dependent upon the 
infection. They believe that a hypersensitiveness to the infecting bacteria and their 
products, alone and without the intervention of other foreign proteins, may result 
in allergic symptoms; that respiratory infections alone can cause asthma; and that 
acute and chronic infections can produce urticaria. 


Heise’ states, “The etiologic role of bacteria in allergic disease is 
doubted by some allergists. Their opinion is based upon failures in the 
use of bacterial antigens for treatment.” These failures may be due to 
(1) nonspecific preparations; (2) lost antigenicity through reculturing, 
heat, or chemicals; (3) use of whole organisms when soluble bacterial 
products are needed; (4) too great reliance on skin tests. Many propo- 
nents of “allergy to products of bacteria” would consider Heise is acting 
as their spokesman when he says: 


Most bacteria owe their primary pathogenesis not to toxic by-products but to 
the ability of the body cells to produce specific antibodies which, in their effort to 
destroy the nontoxic antigens, are involved in an antigen-antibody conflict which 
may react unfavorably to the body cells which harbor the antibodies. In,other words, 
the defense is more destructive than the invasion, and it must be remembered that 
it is the allergic individual who owes his downfall to an overly sensitive immunity 
mechanism, which provokes a conflict against ordinarily innocuous substances. As 
far as the immediate effects of inflammation are concerned, it would be better for 
the body to ignore the invader than to fight him... . The ordinary bacteria which 
are universally present in the upper respiratory passages of man develop pathogenic 
significance only when the local antigen-antibody reaction is exaggerated by the 
altered reactivity of the patient. The analogy of the action of nontoxic bacterial 
products and ordinary allergens seems evident. 


_ Brown* says, just as with sensitization to foods, epidermals, pollens, and 
fungi, allergy to bacteria may be suspected from history, confirmed by skin 
tests and treated by specific inoculations. Bacterial sensitization can be the 
cause of any allergic diseases; namely, asthma, perennial 
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caria, angioneurotic edema, eczema or migraine headaches. Elsewhere he | 
states,*° “By bacterial allergy is meant human sensitization to bacteria or 
to the products of their growth.” 

Welsh**? at various times very carefully studied cases of pemphigus, 
dermatitis herpetiformis, lupus erythematosus, and erythema multiforme. 
In each case he drew the same conclusion; viz., that the condition studied 
must be considered a streptococcic disease in which the streptococcus is 
_ present on mucous membranes or in foci. $ 


Swineford and Holman?*' write concerning terminology : 


Some antigens from bacteria can elicit the immediate, atopic, wheal and flare type 
of cutaneous response, contraction of the sensitized uterus, and anaphylactic shock. — 
Other bacterial antigens can elicit the delayed cutaneous and focal reactions and the 
fever typical of the tuberculin reaction. Both are allergic reactions to bacteria.” 
They suggest the term “bacterial allergy” should not be used alone but always with — 
the type of reaction specified. “There are no criteria by which allergic reactions to 
bacteria can be differentiated from those to nonbacterial antigens; nor is there good 
reason to believe that the reactions are different. ‘ 


Grove’! states that his twenty years at the Allergy Clinic under the 
direction of Dr. Robert A. Cooke have convinced him “that bacterial al-. 
lergy is one of the most important etiologic factors in the causes of al-— 
lergic manifestations.” Instead of Rackemann’s expression “extrinsic,” 
he prefers “noninfective,” and instead of “intrinsic” he prefers “infective 
or bacterial type.” He mentions a third group which he calls combined — 
type. Positive skin tests with bacterial filtrates and vaccines are difficult | 
to evaluate and negative tests indicate very little. “It is apparent then that 
bacterial allergy can develop from overt infections, from the absorption 
of bacterial substances, or from the production of bacterial products any- 
where in the body.” “It is surprising,” state Swineford and Holman ?* 
“that everyone does not react to antigens of all the common saprophytic 
and pathogenic organisms in man, when one considers the ease with which 
immunologic mechanisms may be stimulated by the life-long barrage of 
bacterial antigens from the respiratory, gastrointestinal, cutaneous, genito-_ 
urinary, and other systems.” 

After listing a variety of airborne bacteria, both Gram-positive and 
_ Gram-negative, as well as spore bearing, Schonwald and Deppe**® state, 
“all these bacteria are nonpathogenic under normal conditions, but they | 
are definitely allergenic and often cause allergic symptoms when the usual 
atmospheric allergens, such as pollens, mold spores, and various dusts, are 
not in the picture at all.”’ Mentioning an unidentified paper published — 
several years previously, as well as the one by Schonwald and Deppe pub- 
lished in 1948, Dutton’? mentions his own somewhat parallel experience 
concludes “Nevertheless, I do have the rather firm personal conviction | 
that there is sufficient evidence to warrant the belief that the airborne soil 
bacteria are a factor in certain allergic problems and that my tentative | 
conclusions possess a measure of validity, as yet to be quantitated.” 

According to Alexander,’ many cases of intractable asthma, urticaria 
and vasomotor rhinitis, especially in patients over forty, differ from. 

typical cases of hypersensitivity to environmental allergens. Infection may 
_ play some part but it is debatable whether true bacterial allergy exists in 
these cases. Bacterial allergy, not only as it concerns asthma but with 
respect to its role in rheumatic fever and in tuberculosis, brucellosis, and 


other infectious diseases, is sessctigga 
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Baird*! suggests that the bacterial products to which sensitizing tissue . ey 
reacts may frequently be absorbed from bacteria which are not stimulating ae 
any particular reaction in the part of the body where they are located. , +a 
“The idea that there can be a sensitivity reaction (to bacterial products), : 
without an immunity reaction (infection) anywhere, does not seem to be _ 4 
popularly accepted as yet. However, just as in certain seasons practically = 
everyone is inhaling certain pollens, but only a few react in their mucous ; 


membranes in the form of hay fever or asthma, so it seems reasonable to 
suppose that everyone is absorbing some of the products of the bacteria 
which ordinarily inhabit our mucous membranes even in health. What 
could be more reasonable than that a few have developed bivalent anti- 
bodies in certain tissues, and have not a sufficient supply of univalent 
antibodies in their blood stream to block the bacterial products from 
reaching the sensitized tissue? If the sensitized tissue happens to be 
mucous membrane, this does not preclude sensitivity reaction to the prod- 
ucts of bacteria located there, as well as to those which reach it after being 
absorbed from some other area and carried by the blood stream. Here 
then is a potent source of sensitizing substances to which everyone is 
exposed and’ which could play a part in the causation of asthma in the 
vast majority of cases along with other sensitizers such as inhalants, food, 
etc.” 


A number of writers seem to favor the idea of allergy to the products 
of bacteria more by assumption or implication than by direct statement. 
For example, they use the words “focus” or “focal infection” in describ- 
ing the causes of diseases or reaction at another part of the body. Al- 
though in some cases they do not use the words, allergy or sensitivity, 
this reviewer is assuming that the process they are describing is probably 
on that basis. A few examples follow: 


Kallos'*? stresses identical reactions to different kinds of allergens; both 
living pathogenic microorganisms and relatively harmless substances. 
Spain*** mentions “the clinical allergic conditions considered due to bac- 
terial sensitivity. In such infective forms of allergy the sensitization ap- 
pears to result from exposure to the growth of organisms usually located 
in the paranasal sinuses or in the lymphoid tissues of the nasopharynx. 
While it has been shown that a hereditary feature is often present, as in 
coryza and bronchial asthma due to bacterial activity, the mechanism is 
unknown, the antibody yet to be demonstrated. That specific sensitization 
is present, however, is suspected from the behavior of such cases when 
exposed to their own bacterial products in an autogenous vaccine. .. .” 
(Reviewer’s note: Spain seemed to consider “infective forms of allergy” 
to be synonymous with “allergic conditions due to bacterial activity.” A 
good many others seem to do this, but do not make their attitude so 


Cooke® states : 


Infection as a provacateur of an allergy but not specifically and causally related 
to that allergy is an idea that must be investigated further, and again while bac- 
terial products in themselves may be the antigens they also act as synergists or 
adjuvants in the production of antibody. ... 


Long*®! mentions bacterial allergens and allergic responses of guinea 
pigs to bacterial infection, Chobot** stresses the importance of foci of 
infection and their removal where indicated in cases of asthma in children, 
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and urticaria and asthma in adults. He uses vaccines before surgery. 
Kern"? admits the reasonableness of some arguments against focal in- 
fection idea but shows there are some fallacies therein. He concludes he 

is “more impressed with the theory of focal infection” than when he 
began to prepare his paper, and that there is a good deal left of the theory. 

In commenting on Kern’s paper, a review editor” states, “In recent years” 
the need for a reappraisal of the importance of the concept of focal in-| 
fection has been recognized by several authors. Many physicians still re- 
member the times when the theory of focal infection was badly Over- 
worked. Since then the pendulum has swung too far to the other side. 
However, in many quarters there is now a proper evaluation of the role” 

of focal infection in various conditions.” Coleman®® thinks the idea of 
focal infection is an accepted principle in medicine. He suggests it may 
cause disease at a distance from the original focus by one or more of 
four mechanisms: (1) Conveyance of bacteria by mechanical means from — 
free surface onto which they are discharged, with reinoculation. (2) Con- 
veyed to distant parts by blood stream or lymphatics. (3) Products of 
bacterial metabolism may reach and damage remote parts. (4) Bacteria 
may undergo dissolution producing products which diffuse into blood or 
lymph and sensitize various tissues in an allergic sense. (This reviewer _ 
would suggest that the fourth mechanism and sometimes the third repre- | 
sent allergy to the products of bacteria.) For treatment of the condition. 
caused by any one of the four processes he mentions, Coleman recom- — 
mends removal of the focus where possible and the use ‘of antibiotics and — 
chemotherapy. 


EVIDENCE CONCERNING ALLERGY TO PRODUCTS OF BACTERIA 


In giving evidences that the allergic reaction is the principal basis for | 
such diseases as tuberculosis, fungus infections, leprosy, syphilis, and 
probably smallpox, Sulzberger?®* points out that the organisms causing 
these and many common infections have “never been shown to possess or 
elaborate a toxin, nor any poisonous substance having the power directly 
and primarily to damage or destroy human cells or tissues (or, indeed, 
tissues of any animal).” However, after adequate sensitizing exposure 
and suitable incubation period, the minute amounts of the originally harm- 
less extracts may produce prompt damage. This is in marked contrast to 
the immediate damage done by actual toxins upon the first contact. Ac- 
cording to Swineford and Holman** “the allergist’s interest in bacterial 
allergy may be summarized as follows: Infectious asthma is commonly 
associated with respiratory infection. Relief frequently follows conserva- 
tive or surgical treatment of sinusitis, x-ray therapy of the sinuses and 
pharynx, chemotherapy, or treatment with vaccines. Urticaria, angio- 
neurotic edema, and atopic eczema are frequently precipitated by, and 
are relieved by, treatment of acute or chronic infections. Id reactions 
are thought to be due to bacterial allergy, secondary to infection with 
staphylococci, streptococci, monilia, and trichophytons.” 

Elsewhere, Swineford*®* says: “Bacterial infection may result in 
atopic, Arthus or tuberculin type of sensitization.”’ Opinions of the value 
of skin tests include all variations between that of Cooke who states, “skin 
tests with vaccines are practically useless” to that of Thomas and Touart 
who advocate use of those vaccines which produce immediate or delayed 
skin reactions. Swineford points out, however, that positive skin reac- 
tions represent immunologic experiences which may be entirely unrelated 
to the clinical syndrome presented by the patient. In line with Swineford’s 
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remarks is Forman’s'® illustration concerning any type of skin tests: 


In explaining the significance of skin tests to our patients, we have adopted an 
analogy to our criminal court procedures and tell them that we use skin testing as 
a detection tool comparable to taking finger prints at the scene of the crime. Finger 
prints thus taken may or may not aid in the identification of the person who com- 
mitted the crime. Skin tests may be falsely positive or falsely negative, but if they 
are positive and can be correlated with the symptoms, the skin tests to inhalants, 
foods, and bacteria (both immediate wheal and delayed type) are of great assistance 
and usually cut down the time and expense involved in the detection. . . . I, contrary 
to the opinion of many, have found it advisable also to test with pure cultures of 
the common bacteria encountered by these people. 


Swineford suggests the recognized limitations on significance of skin re- 
actions show need for new diagnostic methods. 

Blatt and Nantz have discarded skin tests for bacterial sensitivity in 
favor of a test which consists of suspending the leukocytes of the patient 
in filtrates from various strains of bacteria, and observing the percentage 
of killed white blood cells after seventeen hours’ incubation. They then 
employ the filtrate indicated for desensitization, The method has been 
reported effective in patients with sinusitis, asthma, rheumatoid states, and 
other conditions. Blatt’s excellent article®*> published in 1955 should be 
read by everyone who is interested in “bacterial allergy.” 5 

Birkhaug and Boc* experimenting with tubercle bacilli (BCG), staphy- 
lococcic vaccine and horse serum, and using Pontamine Sky Blue as in- 
dicator in guinea pigs arrived at the conclusion: “Bacterial allergy and 
serum anaphylaxis induce a similar change in the organism which re- 
stricts the spread of vital dye in the skin.” Swineford'** reports nearly 
1,000 wheal and flare reactions to soluble products of bacteria. Schuppli?** 
obtained twenty-five per cent positive reactions to intracutaneous tests 
with bacterial culture filtrates in dyshidrosis and bronchial asthma, twenty 
per cent in vasomotor rhinitis, In a study of 400 Cubans with various 
kinds of allergy, including respiratory, as well as of fifty normal con- 
trols, Fernandez®** skin tested with foods, inhalants, and vaccines made 
from the flora of the stools. Positive tests were found (usually of the 
delayed type) in a high percentage of the patients and were considered 
specific. Good clinical results, disappearance of the positive skin tests, and 
occasionally of the organism from later stool cultures, followed treatment 
with the vaccines, sulfonamides, and better control of environment. Stet- 
son*#* feels he has indicated there is some basic mechanism in common 
between the Shwartzman reaction and the tuberculin type of bacterial 
hypersensitivity. 

Dworetzky, Baldwin, and Smart** feel they have demonstrated that the 
effects of bacterial extracts of pathogenic staphylococcus washed free of 
culture filtrate differed strikingly from the effects of bacteria-free staphy- 
lococcus culture filtrate when used upon the isolated ileum of the guinea 
pig as well as in the intact guinea pig and rabbit. This was true even 
when the culture filtrate and bacterial extract were derived from the same 
organism at the same time. They conclude that “these findings should 
serve to emphasize the importance of proteins, toxic or not, which are 
present within the staphylococcus and which may play an important role 
in infection and hypersensitivity associated with this organism. Studies 
with culture filtrates alone, therefore, may overlook important toxic and 
allergenic factors within the cellular structure of these bacteria.” 
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Swineford and Holman?® say: 


A large number of persons had a large number of immediate and delayed skin 
reactions to thirty-four arbitrarily selected bacterial fractions. The immediate and 
the delayed reactions were just as striking in patients without obvious infection or 
allergy as in those who had chronic pansinusitis, for example, or typical allergic 
syndromes with strong food and inhalant reactions. This is not surprising. Lifelong 
exposures to bacteria and their products in normal and diseased skin and respira- 
tory, gastrointestinal, and genitourinary systems could be expected to result in 
cutaneous sensitization as readily as the inhalation of dust or the injection of 
insulin, liver extract, or heterologous serum. “Thus, positive skin reactions may be 
due to immunologic experiences entirely unrelated to the syndrome presented by 
the patient. (This reviewer wonders whether this is any different from other tests 
and other exposures to other substances.) The term “bacterial allergy” should not 
be used to designate solely the delayed tuberculin-type of hypersensitivity. Bacterial 
allergy manifests itself, in the skin at least, in both immediate and delayed reac- 
tions. Diagnostic procedures other than skin tests are needed to establish etiological 
relationships between bacteria and syndromes of clinical allergy. 


Kraft et al’®° state, “an examination of the standard textbooks on al- 
lergy indicates a belief on the part of many of the authors that immediate 
skin reactions to bacterial antigens occur but rarely. The possibility that 
this rarity might be explained by denaturation of the bacterial antigen dur- 
ing its preparation has been mentioned by Vaughan, Wells, and Zinzzer.” 
They therefore made intradermal tests with seven undenatured bacterial 
antigens on 200 patients with histories of allergic symptoms and on 100 
nonallergic patients. Those with pneumococcus antigen were not con- 
sidered significant, but M. catarrhalis caused positive reactions in twenty- 
four per cent of allergic and six per cent of nonallergic persons, while 
staphylococcus reacted in thirty-one per cent of allergic patients and in 
only eight per cent of nonallergic persons. 

Other authors were more critical of the value, if any, of skin testing 
with bacterial products. Rosenow?'® made cutaneous tests in persons suf- 
fering from widely different diseases where green-producing or alpha 
streptococci had been isolated. He found injections of specific antibody 
gave an erythematous reaction which he considered to be diagnostic of the 
presence in skin or blood of the particular specific streptococcal antigen. 
The reaction was not considered to be allergic. Lichtenstein’®® found that 
tuberculous patients tested with immunogens and bacterial residues 
showed no immediate type reactions, but regularly showed delayed reac- 
tions, suggesting a common antigen or irritant. 

Herxheimer et al’** skin tested 300 patients with respiratory allergy 
and 100 normal controls, and concluded it is difficult to depend on out- 
come of skin tests. Cohen et al*’ state, “On the basis of clinical, labora- 
tory, and pathologic findings, evidence has been accumulating to implicate 
a possible etiological role for the streptococcus in certain cardiovascular 
lesions of man suspected of arising as a result of hypersensitivity or 
immune mechanisms. .. . Though it has been shown that streptococci, 
their somatic component fractions, and streptococcus toxin are capable of 
giving rise to im vivo reactions of hypersensitivity in laboratory animals, 
and although a study of the experimental conditions, techniques employed, 
and results obtained in other studies concerned with the experimental 
production of cardiovascular lesions would suggest that the mechanisms 
of sensitization to the streptococcus or its products played a major role, 
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there is no definite or unequivocal proof of this.” Their own experimcnts 
in passively immune rabbits with horse serum streptococcus antitoxin, 
challenged a few hours later with streptococcus erythrogenic toxin, scem 
to have had similar conclusions, suggestive but not proven. 
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Sherman??? states : 

It is well known that the symptoms of respiratory allergies may be precipitated by 
infections of the respiratory system. There is also clinical evidence that certain 
cases of urticaria and atopic dermatitis are due wholly, or in part, to infection. 
Various authorities differ as to whether such attacks are due to specific allergy to 
infective agents or to a nonspecific effect of infection on allergic disease basically 
due to extrinsic allergens. The preponderance of evidence . . . indicates that each 
f these mechanisms applies in some cases. 


Szanton et say: 

This preliminary report on the prophylaxis of bacterial allergy with repository 
penicillin in conjunction with hyposensitization therapy covers a discussion of seven- 
‘een cases with controls, and the findings are suggestive rather than conclusive. .. . 
There are difficulties, however, in establishing an absolute relationship between a 
hacterial infection and allergic symptoms. The principle difficulty lies in the failure 
of bacterial extracts or vaccines to produce the characteristic immediate whealing 
iype of skin reactions; i.e. the skin reactions which have proven so useful in the 
corroborative diagnosis of allergic conditions stich as hay fever or asthma due to 
pollens, heterologous sera, foods, et cetera... . After a case has been adequately 
investigated allergically and all other causal factors eliminated, and then only from 
the clinicak viewpoint, one can arrive at the diagnosis of bacterial allergy. 


q 
Sherman?”’ suggests : 
In determining the importance of the factor of infection in such allergic diseases 
skin tests are of little value. Intracutaneous tests wih bacterial antigens, vaccines 
or filtrates only rarely show immediate urticarial reactions of the characteristic atopy 
type. Delayed inflammatory reactions of the tuberculin type are indicative of 
previous infection which, in the case of the common respiratory organisms, is s0 Pz 
prevalent that it has no diagnostic value. The only instance in which skin tests a “Ye 
with bacterial antigens may be considered valid evidence of bacterial allergy is when wie 
inadvertent injection of too large a dose of antigen causes exacerbation of the + if 
symptoms of the disease. Since such reactions are often delayed eight to twenty- : _ 
four hours after the test, and may persist several days, deliberate provocation of ” al, 
them is rarely justified. Evaluation of the infective factor, therefore, is primarily sea 
on the clinical grounds of history and a careful physical examination, with any ~ 
necessary X-rays. 


POSSIBLE MECHANISMS OF ALLERGY TO BACTERIAL PRODUCTS 


According to Rich,?°* “When a foreign protein, whether bacterial or 
nonbacterial in origin, enters the tissues by whatever route, there ordinarily 
occur in the body certain alterations which affect the reactivity of the tis- 
sues toward subsequent contact with the protein.” He then shows clearly 
how amounts ordinarily harmless to the normal body may cause marked 
symptoms or even death in the sensitized, including bacteria in small 
numbers or minute amounts of their proteins. He shows a difference be- 
tween bacterial and anaphylactic (or Arthus) types of sensitivity. Hyper- 
sensitive inflammation has never been shown to be necessary to develop 
acquired immunity, but in many infections acquired immunity has been 
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shown to remain intact when capacity to react with hypersensitive inflam- 
mation has been eliminated by appropriate procedures. Citing reports by 
Rosenau and Anderson (1907), Kraus and Doerr (1908), Gay and Clay- 
pole (1914), Zinzzer and Parker (1917), Enders (1929), Julianelle 
(1930), and Morris (1936), Scherago”!® draws this conclusion, ‘Thus all 
of the analogies with nonbacterial anaphylaxis (shock, passive transfer, 
uterine sensitivity, skin sensitivity, sensitivity to specific haptens, and 
specific desensitization) have been fulfilled with bacterial materials.” 
Chobot** suggests the diagnosis of bacterial allergy has always been diffi- 
cult because bacteria give delayed reactions of tuberculin type rather than 
immunity wheal reactions. Hence skin tests with bacteria have been with- 
out value, but injection of autogenous vaccine will sometimes cause re- 
production of an allergic picture. This seems to be the only accurate in- 
dicator of bacterial allergy in adults. In children the bacteria are usually 
in the tonsils and adenoids. He thinks infection is important in such skin 
conditions as eczema and urticaria, and that it is the most important single 
cause of asthma in children, Thirty per cent of 400 children had in- 
fectious asthma. He thinks asthmatic patients not benefited by hospitaliza- 
tion or food elimination studies usually have asthma based on bacteria. 

Lawrence’® says: 

It will be recalled that the intact bacterial cell is required to produce allergy of 
the delayed type. Whenever attempts have been made to sensitize by means of 
soluble components of bacteria, the sensitivity achieved has been of the Arthus 
type. Indeed, the repeated injection of soluble proteins is the classic mode of pro- 
duction of the Arthus type of sensitivity. On the other hand, sensitization with 
intact bacterial cells must result in the development of both delayed and Arthus 
type sensitivity. 


Lowell’®* suggests that reactions to drugs and bacteria are not clearly 
understood and cutaneous tests with bacterial antigens are necessarily dif- 
ficult or impossible both because of the complex antigenic composition of 
bacteria and because of the frequent and varied exposure toward bacteria 
and their products. Skin reactivity to a bacterial vaccine may represent 
only previous exposure to some unrelated organism with some similarity 
of antigenic potency. Lowell notes that bacterial products may enhance 
sensitivity reaction to an antigen injection along with them and thinks this 
adjuvant function may explain development of glomerulonephritis where 
the streptococcus is concerned. He suggests there may be two types of al- 
lergy to infection, one due to actual hypersensitivity to the infecting agent, 
and the other due to autoimmunization from the adjuvant action. Cooke! 
suggests that bacterial products may be antigens, but that they also may 
act as synergists or adjuvants. In animals, anaphylactic reactions can be 
produced with bacterial proteins. Many types and strains of bacteria pro- 
duce many signs and symptoms of asthma. This can be done with 
minimal subcutaneous doses of a suitable bacterial suspension. He sug- 
gests the importance of searching for focal infection as soon as possible 
after asthma occurs, and in younger patients with coryza or recurring 
bronchitis from many causes whether there is asthma or not. 

Feingold®* says, “Infection plays a dual role in tissue hypersensitivity. 
First, infection may produce fixed tissue changes in the hypersensitive 
organism and, second, it may influence the course of existing allergy.” 
He makes the statement that reversible tissue changes are activated by 
nonbacterial antigens which produce increased capillary permeability, 


ANNALS OF ALLERGY 


. 

= 
@ 
. 
< 
at 
is 
| 
: 


ALLERGY TO BACTERIAL PRODUCTS—BAIRD 


edema, smooth muscle stimulation and increased activity of glands; but 
are in striking contrast to fixed changes resulting from death of tissues 
which are consequences of action of bacterial antigens upon susceptible 
tissue. (Reviewer’s note: He offers neither evidence, argument, nor 
opinions of others to support this view. ) 

Raffel’®’ suggests simple classification of hypersensitive states into im- 
mediate or delayed types. The latter includes infectious hypersensitivity 
and contact allergy. Allergists deal mostly with immediate types and con- 
tact allergy. “Unless I am much mistaken, few of you are ever directly 
concerned with the bacterial allergies, and this is so in part because these 
hypersensitivities are in a sense hidden among the multiple events tran- 
spiring during the courses of infectious diseases. . . . The subject of 
bacterial hypersensitivity really represents for many clinicians an exercise 
in the intellectual effort to understand these processes, whatever their im- 
mediate implications with respect to therapy or control.” Raffel con- 
siders that the immunologic responses in the bacterial type of hyper- 
sensitivity probably will not be found to be the same as that which results 
n the appearance of humoral antibodies. Some experiments seem to favor 
the idea, but there is ‘sufficient contradictory information to hinder ac- 
ceptance of this viewpoint.” There is also some evidence to support the 
idea that bacterial hypersensitivity is characterized by a widespread re- 
activity of cells, but again some apparently contradictory experiments 
ihrow doubt on this theory. 

Swineford*® thinks “A good deal is known about desensitization with 
whole antigens. Little is known about desensitization with haptens. 
Theoretically, desensitization with haptens is of considerable importance, 
since haptens may neutralize antibodies but do not elicit them primarily 
or anamnestically. Desensitization with whole antigens is transient. 
Theoretically, desensitization with haptens should be lasting, in the intact 
animal, after antibody production has ceased.” 

Rostenberg and Brunner*"' say: 

An antibody is a globulin whose synthesis has been modified as a result of an 
enzymic adaptation. This antibody can exist freely in the tissues of the body or 
can be attached to certain cells. Many, if not all, antibody functions can be shown 
apart from the cells which elaborate them; in the case of the sensitized cells of the 
bacterial sensitization so far at least the manifestations of the sensitization are in- 
herent to an intact living cell and cannot be divorced from it. 


Rich?** mentions several reasons for thinking allergy of infection de- 
pends upon specific antibody. (1) Even if antibody cannot be found in 
the blood serum, it may be there in sufficient amount to produce the al- 
lergic state. (2) The reaction is so markedly specific. (3) Allergy to 
infection shows anamnestic characteristics of antibody production. (4) 
Specific desensitization can lessen or neutralize the sensitivity. Lusena'®* 
suggests that some foci of infection, usually located in the teeth or tonsils, 
may condition allergic mechanism. Boyd*® writes: “Thus bacterial dis- 
ease agents seem to act in one or both of two ways, i.e., to lead to the 
formation of protective antibodies, or to produce in the host hypersen- 
sitiveness or allergy to some constituents of the bacterial cell. The last 
action itself may be of two kinds, depending on whether there is produced 
an anaphylactic type of sensitiveness, similar in nearly every way to that 
produced by ordinary nonbacterial antigens, or the tuberculin-type of 
sensitiveness.” 
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The observations of Wiener?** should be read in their entirety by any- 
one interested in allergy. Much of what he says concerning the two types 
of antibodies could explain the misunderstandings and differences of 
opinion and differences in observations concerning ‘“‘bacterial allergy,” 
and treatments with vaccines. He states: “There can no longer be any 
doubt that univalent antibodies and bivalent antibodies are quite distinct 
entities. .. . The work of Sherman, Hampton, and Cooke leaves hardly 
any doubt that the skin-sensitizing antibodies are bivalent antibodies, whil> 
the blocking antibodies of allergy are univalent antibodies.” He suggests 
there are no specific induced antibodies in the normal state, large amounts 
of blocking (univalent) antibodies render one immune, excess of sen- 
sitizing (bivalent) antibodies produce the allergic state, and reagin repre- 
sents excess bivalents in body fluids. Hyposensitization is changing the 
allergic state to the immune one by stimulating production of enough po- 
tent univalent antibodies to have enough free in the body fluids, but “de- 
sensitization consists in the injection of progressively increasing doses of 
specific antigen in rapid succession in order to saturate antibodies at- 
tached to body cells. This method, besides being dangerous, is often un- 
successful, and the refractory state that ensues is only temporary, due to 
the subsequent production by the body of additional antibodies.” 
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Scherago 


suggests : 

There are other ways in which bacterial infections can influence allergy. (1) The 
resistance of the body to the entrance of foreign substances is lowered during in- 
fections. Hence, it is not unusual for a hypersensitive reaction to originate in 
association with an infecticn. (2) In patients who are already hypersensitive, mild 
infections, such as colds, can precipitate the manifestations of allergy, by lowering 
the threshold so as to make a slight contact with foreign substances adequate to 
produce symptoms. (3) In severe febrile infections, the allergic symptoms will 
disappear due, probably, to a nonspecific effect. (4) Infections may complicate an 
original simple condition. 


Leider’®® cites what he calls Sulzberger’s Dichotomy. According to this, 
many microorganisms produce no substances which are inherently toxic 
or irritating to the skin, but members of this group, which includes 
tubercle and lepra bacilli, and the spirochete of syphilis, produce sub- 
stances which can and often do stimulate the reaction of sensitivity in 
skins which were originally insensitive thereto. The second group of 
organisms, which includes those of diphtheria, streptococcal and staphy- 
lococcal infections, regularly produces inherently toxic or irritating sub- 
stances. Leider points out that some organisms in the second group, such 
as streptococci, stapylococci, B. diphtheriae, pneumococci, B. typhoidae, 
may also stimulate specific sensitization, as well as any effect they produce 
through the inherently toxic substances. 


TREATMENT OF ALLERGY TO PRODUCTS OF BACTERIA 


Treatment of bacterial allergy in patients would logically consist in 
reducing the number of bacteria present and altering the reaction of the 
patient toward them and their products to a more favorable one. As will 
be seen later in this review, many allergists use chemotherapy and anti- 
biotics for the former purpose, whereas others use vaccines, filtrates and 
other bacterial antigens for the latter purpose. There is not necessarily a 
conflict between the two, and some use both. Beneficial effects of either 
or both types of therapy are often taken to be evidence that the disease 
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treated was truly due to sensitivity to bacterial products. Fleming®® saw 
(or foresaw) the situation when he wrote in 1939: “At the present 
moment vaccine therapy is in practice having something of a setback” due 
to sulfanilamide and its allies which affect a small number of bacteria 
and which “are being used to treat all manner of bacterial infections 
whether or not there is any substantial evidence that there is likelihood of 
their being successful.” He suggests best results in certain bacterial in- 
fections with a combination of vaccine therapy and new chemotherapy. 
He shows that the first injection of antigen does not usually produce high 
and lasting titer of antibodies in blood, but seems to sensitize cells, so if 
a second injection of the same antigen is given after an interval of one or 
more months there is a very rapid and complete rise in antibody content 
of the blood. Discussing vaccine treatment at length, he suggests there is 
great variation in response of various patients to the same antigen. Vac- 
cine plus M and B693 saved mice from pneumococci better than either 
one alone. He also points out that “There is vaccine therapy and vaccine 
therapy.” Three cases of asthma not relieved by respiratory vaccines were 
cured by a vaccine of enterococcus hemolyticus. 

A great many allergists use various bacterial antigens in various ways 
to treat their respiratory allergic patients. One prominent allergist from 
the southern United States said to the reviewer, “I couldn’t practice al- 
lergy without bacterial vaccines.” He uses his own stock in small doses, 
intradermally. The word vaccines is too often used in a universal sense, 
as though all attempts by all workers were made with vaccines which are 
the same in antigenicity and dosage, and by the same techniques. This is 
not so, and variations in these factors may result in very different results, 
and may explain varying (often conflicting) reports about vaccine therapy. 
As Fleming says, “There is vaccine therapy and vaccine therapy.” At 
least generalization from one worker’s experience is seldom justified. As 
one editor points out:7® “It is an old experience that antitoxin production 
in horses depends greatly on the route of immunization; on subcutaneous 
injection, abundant antitoxin is formed; intravenous injection is not suc- 
cessful.” 

Swineford’™* says concerning the use of bacterial antigen for asthma: 

The statistics for improvement, apparent cure, and no relief were completely un- 
related to the form in which the antigen was administered, whether the vaccine was 
autogenous or stock, whether the antigen was a vaccine or a growth filtrate. 

What does this add up to? It adds up to the fact that when we treat a patient 
with a bacterial antigen, we do not know what we are doing. The use of vaccines 
is empirical. To balance that, we have the knowledge that a great many asthmatic 
and other allergic individuals are benefited when they are treated with bacterial 
antigens in just the same way that we treat pollen and dust cases. 

There is no evidence that the chronic infected asthmatic has exacerbations from 
the same organism each time; in other words, the autogenous vaccine during this 
episode may have no similarity to the respiratory flora of his next episode. 

Second, the usual technique of obtaining materials from which to make autogenous 
vaccines is erratic, incomplete, and often not representative of the flora of the 
respiratory tract. . . . Unless one has access to all the sources of bacteria, sapro- 
phytic and pathogenic . . . your autogenous vaccine is incomplete. . . . Stock vac- 
cines, in order to be effective or in order to be adequate, must be very comprehen- 
sive, so comprehensive that one may be able to assume that every bacterium which 
is present in that individual at the time of the production of attacks is present in 
the vaccine. 


Marcu-Aprit, 1957 


ALLERGY TO BACTERIAL PRODUCTS—BAIRD 
: 


ALLERGY T TO BACT ERIAL PRODUCTS—B AIRD 


(Reviewer's note: These statements cannot be entirely true, since they 
must be correlated with statements by Wiener and W exler?®® concerning 
antibody cross reactions and earlier observations by Wright?®** concerning 
non-“type-specific” immunization. ) > 


Elsewhere Swineford?® elaborates: 


If vaccines are to be used for treatment, they should be mixtures of all bacteria 
to which the patient gives positive, immediate or delayed reactions. This, too, is 
empirical. ... The literature is unsatisfactorily nebulous. This is not too surpris- 
ing, since dosage schedules for treatment with dust and pollen extracts are em- 
pirical, too. 


Baird®® objects to the assumption that “autogenous’’ vaccines are better 
or more specific than stock, and argues against the idea, chiefly on the 
basis that the former are so many generations descended from the bac- 
teria originally cultured that all autogenicity has been lost. (In a review, 
Halpin takes this to mean Baird denies there is any specific immunizing 
effect from bacterial vaccine, but this reviewer can find no such state- 
ment but only a challenge to the assumption that “autogenous” vaccines 
are superior to stock.) Likewise, Frankland’®* considers that “the auto- 
genous part of the autogenous vaccine is a gross misnomer.” The same 
idea was suggested by Vaughan and Black?"* concerning test vaccine ma- 
terial: “In experiments on animals we inject a vaccine. The same ma- 
terial is used for reinjection. When it comes to the study of man we 
obtain cultures, grow them artificially, kill them by heat or chemicals, 
prepare the completed vaccine and use this for testing. Obviously, this is 
not the same substance that was originally removed from its source in 
man, If we could produce a test material which is absolutely identical 
with original, the results might be different. The recently developed 
method of sterilizing vaccines by grinding in a ball mill until each bac- 
terium is broken up, without the use of heat or chemical preservative, 
should come nearer to producing the native substance. Even so the vac- 
cine has been grown upon an artificial medium which in all probability has 
produced some change which might be detected by immunologic methods.” 


SINUSITIS AND RHINITIS 

According to Pepys'®® “The role of bacterial allergy as a cause of 
typical allergic rhinitis is not generally accepted, nor . . . adequately 
proven, though . . . often suspected on the basis of negative evidence, 
arising from failure to identify the causal allergen.” Stevens**® says “In 
previous studies of recurrent infections of the skin with Streptococcus 
hemolyticus and Staphylococcus aureus the infected areas have been 
hypersensitive to the nucleoproteins and culture filtrates of these bacteria.” 
Evidence is offered suggesting that the nasal mucous membranes of atopic 
children with recurrent bacterial rhinitis are similarly sensitized to the 
upper respiratory bacteria. In an author’s abstract of his article, Stevens 
says: “When a mixture of filtrates of hemolytic streptococcus, influenza 
bacillus, Staphylococcus aureus, Micrococcus catarrhalis and Streptococ- 
eus viridans is inoculated into atopic children with allergic bacterial rhini- 
tis, in those who are very sensitive to these bacteria an increase in symp- 
toms has been observed.” 

According to Harkness,’** allergy may be the sole cause of maxillary 
sinusitis or added to infection. It is difficult to decide which is more 
important when both are present. Red and pale mucous membranes may 
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both occur in allergic conditions, so diagnosis of allergic disease is not 
possible from appearance alone. Hansel'** says: “The methods which 
have been employed in the past, based upon immunization or desensitiza- 
tion by means of vaccines, have not been satisfactory so have been 
almost entirely discarded.” (Most articles this reviewer has found do not 
agree with Hansel.) 
Barone*® describes the use of both upper respiratory and staphylococcic 
; toxin vaccine in allergic ear, nose and throat conditions. Silbert®*? says 
nasal allergy may be caused by bacterial infection, which is the main 
cause in twenty-five per cent of cases and a complicating factor in others. 
He mentions specific antibacterial therapy and states: “When exposure 
of sensitized nasal mucous membranes is continuous and in heavy con- 
centration, the membrane may become super-saturated, so to speak, and 
d systemic absorption of the allergens occurs. These circulating allergens 
may then attack any organ system. .. .”’ Elsewhere Silbert?** remarks, 
| “We are convinced that patients not infrequently become sensitized to the 
products of their own bacterial infections. When this is suspected, 
nasal culture can be obtained and an extract prepared from the predomi- 

i nating organisms. However . . . we have frequently been able to control 
such patients by injections of certain stock vaccines. .. . We well realize . 
( that the value of nonspecific vaccines is controversial. However, in our oS 
+ own practice we have found them quite effective, particularly in patients = 
suffering from a bacterial allergy. It is remarkable how much better such J 
> patients feel after a series of injections of nonspecific vaccine.” a 
7 According to Gundrum,’** sinusitis results from infection. Allergy may { 
cause edema, thus predisposing to infection. Eosinophilia in nasal smears : 
strongly suggests allergy, but there may be allergy without it. 

For treatment of patients with vasomotor rhinitis of bacterial origin, -* 
Grove’! emphasizes the importance of treating any inhalant or food _— 
allergy which is present. He uses both stock and autogenous vaccines 7 4 
over long periods of time in treating the infective factors. Failing satis- - 
factory results he recommends surgical procedures. Dutton™® writes: “In 
previous publications my interest in the possibility that soil bacteria are 
potential allergens has been noted. My observations in this field have ex- 
tended over a period of about ten years. ... Many efforts at identifying i 
an allergic factor in these dust clouds resulted in complete failure, until 
the conception that bacteria might be the responsible factor was brought «at 
to my attention.” He reports results of his observations: (1) correla- 
tion between positive skin reactions and acute episodes of hay fever and _ 
asthma during occurrence of dust storms; (2) improvement in these 
patients following small dosage vaccine treatment; (3) exacerbations 
of symptoms by overdosage; (4) demonstration in some cases of circu- 
lating antibodies by passive transfer. He suggests it is probable that 
“there is a whole new field of bacterial allergy to be studied.” 7 


Stevens?#* say 


> 


Bacterial pildiaies may cause “atopic” symptoms in children. . . . Not all atopic 
children have asthma with their infections. Some have only chindtés and others 
rhinitis and bronchitis without frank asthmatic attacks. . . . In some patients the 
respiratory mucous membranes have apparently been sensitized to bacteria, and 
in others infection has merely been an irritant which has enhanced the symptoms 


of a latent sensitization to some of the common allergens. .. . / Apparently bacteria 
, cultured from the nasopharynx. or foci of infection during one allergic attack 
may not be recovered in similar attacks occurring later. . . . Because the flores 
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has been so variable in patients with atopic respiratory disease, strains of all species 
of bacteria . . . commonly recovered from patients during infections causing 
allergic attacks have been included in therapeutic preparations. At times substi- 
tutions or additions have been made from autogenous cultures. Originally vaccines 
were used, but a mixture of filtrates of old cultures of the several species men- 
tioned has been employed recently since they were found therapeutically superior 
to vaccines in comparative studies. 


A (Reviewer's question: What vaccines? What doses? What technique?) 


According to Slepian :?*° 


Bacterial allergy may be the underlying factor in many cases of allergic rhinitis 
in which there are negative skin reactions to the common inhalants, contactants, or 
ingestants. . . . The locus of bacteria may be anywhere in the body, not only in 
the upper respiratory tract or lung bed, but in the mastoid cells, teeth, tonsils, 
bowel or gall bladder or anywhere else. The idea of bacterial allergy has been 
vigorously opposed in the past, but most investigators now accept the concept and 
there is considerable experimental evidence available to prove its validity. 
Cases of bacterial allergy belong to the delayed reaction group, as contrasted to 
the immediate wheal group. Bacterial allergy must not be confused with the 
symptoms caused by an acute or subacute infection in the nose or sinuses. These 
two conditions may occur simultaneously, or the situation may be even more 
complicated by these states being superimposed on extrinsic allergy of the immediate 
wheal type, the type in which heredity plays a part. 


Baird'* was presumably reasoning along the same lines as Slepian 
when he reports, “During more than twenty years the writer has found 
that hundreds of consecutive unselected cases of both infective and 
allergic sinusitis have been relieved, benefited, made comfortable, or con- 
trolled by an adequate dosage of sensitized mixed vaccine, properly given, 
plus some increase of drainage by shrinking drops, used posturally. 
Concurrently, dependent symptoms such as nasal congestion, pos‘nasal 
drip, headache, otitis, tonsillitis, laryngitis, have not developed, and opera- 
tions have not been necessary.” His doses of bacterial antigen plus anti- 
body are much larger than are ordinarily used or are recommended 
by the makers of the preparations he uses (“Serobacterins”), reaching 
the equivalent of 17,000 million organisms by the sixth dose, and on 
occasion increasing to as high as 40,000 million. He suggests the follow- 
ing ideas should be considered in attempting to explain his results: 


1. All sinusitis is possibly allergic in the Von Pirquet sense, and there is not 
necessarily any sharp line of division between sensitivity and immunity. They may 
occur together. 

2. The great group of persons who are “allergic to dust” may be merely sensitive 
to bacteria. 

3. It is possible that in addition to any specific immunity or hyposensitization, 
there is also a nonspecific effect which is sufficient to cause the patient to lose 
his sensitivity to various foreign substances. 

4. Increase of specific immunity presumably causes a decrease in the congestion 
present by reducing the bacterial insult. This should result in reduced absorption 
of other allergenic material. 


Maietta’s’®*® views seem somewhat similar when he writes: “For the 
purpose of ‘this paper, perennial allergic coryza is alia mous with vaso- 
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motor rhinitis, allergic rhinitis, nasal asthma, atopic coryza, nonseasonal 
hay fever, hyperesthetic rhinitis, et cetera.’ In a study of 180 cases, 9 
“It has been our experience that practically all the patients with perennial  =— 
allergic coryza of more than several months’ duration, due solely to | 
extrinsic causative factors, very quickly develop a sensitivity to bacterial 
products. . . . From an etiologic point of view, bacterial allergy of the 
nose has not received the proper recognition from both allergists and 
rhinologists. In the past, the bacterial phase of perennial allergic coryza 
has been categorically classified as chronic infection.” Describing his par- _ 
ticular method of treatment with a stock vaccine suspension he con- 
cludes, “Vaccine therapy very often produces a spectacular improvement.” 
On the other hand, Hansel'*® uses very minute doses. In discussing © 
the use of highly diluted mixed respiratory vaccines he says, “The idea 
of progressively increasing the dosage was not followed because such a | 
plan of immunization had been previously discarded as useless. . . . So | 
far vaccines and toxoids have also been used in the treatment of arthritis — 
with some satisfactory results. .. . We believe that the ineffectiveness of — 
virus and other vaccines in the treatment of the common cold and pyo- 
genic infections has been the result of the failure to establish an effective 
optimum dosage.” Baird’? seems to agree with Hansel’s last statement, a 
but considers he has established the effective optimum dosage and can | 
treat and prevent the common cold with a very considerable effectiveness. . " 
(Reviewer’s question: Could it be that Hansel desensitizes his patients er a, 
whereas Baird immunizes his, along the lines suggested by Wiener?*8) 
ASTHMA 
According to Hosen and Carabelle’’? “The relationship of bacteria 
and respiratory allergy has been a problem discussed for a long time. © ; 
Whether bacteria are a cause of respiratory allergy or an aggravating 
_ factor has had its champions on each side of the question. For the most 
a part, conclusions have been drawn from clinical impressions.” These 
authors consider that normal nasal cavities, sinuses, and bronchial tree 
are sterile, although the normal upper respiratory areas may have small 
numbérs of nonpathogenic material, by which they mean Staphylococcus 
albus, Staph. aureus b, diptherioids, Neisseria pharynges, and Staph. 
aureus a. They state that the finding of pneumococci, Streptococcus 
hemolyticus, Hemophilus influenzae, parainfluenzae, and Klebsiella pneu- 
moniae, even in small numbers, suggests the presence of infection. After 
studying aegroup of 100 patients they conclude: “(1) Infection is much Bie 
more frequent in allergic respiratory conditions in patients under two 
years of age than in the older group of children and adults. (Z) Favor- 
able results are obtained with the use of specific antibiotics in allergic 
_ conditions complicated by infection. (3) Bronchial asthma with infection 
is the least influenced by the use of specific therapy of the infection. 
(4) In no case studied could infection be labeled as a specific cause 
of the allergy. (5) In many cases infection could be considered as an | 
important secondary factor or as a trigger mechanism to precipitate or | 
aggravate an existing allergy.” ar 
Prigal et al'®® state: “Infection plays a major role in the production — 
of allergic symptoms in the respiratory tract. It may initiate asthma 
without any other evidence of hypersensitivity (infective asthma) or 
it may engraft itself upon a previously existing allergic state and, in 
turn, participate as a specific factor (mixed asthma). According to 
Burky, toxins produced by infection may induce autosensitivity wherein 
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 eaiiiiartag is acquired by the organism to its own tissues. “Chronic 
sinusitis, bronchitis, and bronchiectasis are, therefore, frequent complica- 
tions found by the allergist. His approach must, consequently, be two- 
fold—to discover the underlying allergy, if present, and to eradicate any 
superimposed infection in the respiratory tract. We believe the most 
common cause of status asthmaticus to be infection.”’ 

Elsewhere, Prigal’®® suggests “The best therapy for chronic or recur- 
rent infections includes adequate antibiotic therapy, preferably in combi- 
nations, the employment of hygienic measures, treatment of all sites of 
infection simultaneously, and elimination of the carrier state. The use 
of autogenous vaccine to enhance immunity is at times desirable and 
useful.” Prigal'*' investigated eighty-two families in which one or more 
members had asthma associated with infection. In fifty-five there was 
suggestion of contagion in the cases where hemolytic staphylococcus 
(coagulase-positive) was concerned. Identity was checked by phage typing. 
This revealed continued persistence of these organisms scattered through- 
out the family, producing a variety of infections and in allergic individuals 
infectious asthma. In one family identical organisms (phage typed) were 
carried with the family when they moved to a new apartment and dis- 
seminated into the environment (dust, clothing, et cetera). Prigal sug- 
gests that possibly earlier statistical studies of asthma which seemed to 
indicate that heredity played a part may have overlooked the role 
of infection and intrafamilial contagion. 

After bronchoscopic and biopsic investigations carried out on a group 
of forty-two subjects, Frouchtman’”® says: “One comes to the conclusion 
that, in bacterial asthma, the releasing action of the superinfection, which 
accents this inflammation, must not always be seen through a 
bacterial allergy mechanism, but these changes, acting in a reflex way, 
can give rise to bronchial spasms, not only locally but in further away 
parts.” 

Kourilsky et al’*® found that of twenty-eight unselected asthmatic 
patients eighteen had sinusitis, and thirteen had nasopharyngeal infec- 
tion. Twenty-one showed mucopurulent sputum. Siegal et al**° consider 
sinus infection is not a primary cause of asthma but a complication. 
Harley’*® says “The tendency of the ‘advanced allergist’ to consider all 
asthmatics in terms of skin reactions to nonbacterial substances, and to 
institute treatment accordingly, produces brilliant cures in certain cases, 
but leads to disappointing results where the primary cause is bacterial.” 

Discussing the confusion caused by various writers who discuss the 
classification of asthma, Swineford?** points out that different types of 
classification are sometimes applied even in the same book. He concludes, 
however, that “A careful analysis of these seemingly conflicting reports 
discloses no serious differences in concept. The confusion arises chiefly 
from differences in terminology.”” He recommends that the classification 
extrinsic and intrinsic asthma, although widely known and used, should 
be discarded for a number of reasons. They commonly occur in the 
same patient. Intrinsic asthma usually includes a variety of unrelated 
causes and means different things to different authors. Some identify 
intrinsic allergy with a poor prognosis and some with an age over forty. 
These ideas are not held by others who use the classification. Even Racke- 
mann’s own data show more intrinsic asthma under than over age 
forty. Swineford thinks “most asthma is due to atopy or infection or a 


mixture of the two. . . . Infectious asthma in pure form is less common 
than atopic asthma. . . . Appropriate antibiotics abort or shorten exacer- 
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bations of infectious asthma dramatically. In pre-antibiotic days infec- 
tious asthma tended to last for weeks or months. True status asthmaticus 
is rarely observed in this clinic in the absence of infection. . . . Evidences 
of both atopy and infection can be found in chronic asthma more often 
than atopy or infection alone. The history of events preceding the first 
recognized wheezing usually determines whether the asthma was initially 
atopic or infectious. This is important because infection complicating 
atopy seems to be more easily controlled and is seen more often than 
atopy complicating infection.” 

Infectious asthma is a difficult diagnosis, according to Black.*® Skin 
tests with bacterial products are unreliable, and asthma associated with 
an infection may be due to allergy to other antigens such as food, (Re- 
viewer's comment: Does this mean only or also to other antigens?) 
Rowe and Rowe?* report 907 cases of bronchial asthma practically all 
considered due to food and inhalant allergens, and only 1.5 per cent due 
to infectant allergens. Good and excellent results are reported for these 
cases. During the same period 202 patients with bronchial asthma were 
unrelieved. , (Reviewer’s question: How many of them were due to infec- 
tant allergens?) After mentioning that Rowe and Rowe minimize infec- 
tion or bacterial allergy as a cause of bronchial and nasal allergy but 
emphasize the roles of food and inhalants, Gottlieb’ states: “Other 
observers have disagreed with the viewpoints outlined just above, feeling 
that nasobronchial infection is a major cause of asthma. On the basis of 
fever, leukocyte and differential counts, roentgenograms, sputum exami- 
nation both grossly and in the laboratory, physical examinations, and clini- 
cal course, Dennenberg determined that 69.5 per cent of asthmatic patients 
requiring hospitalization for asthma showed evidence of respiratory tract 
infection. . . . Williams concluded that infection is a dominant factor 
in the etiology of deaths from status asthmaticus.” 

Finke*> rather arbitrarily discusses “bacterial infection” as the cause 
of infectious asthma. Glaser’'* discusses Finke’s statement. Whereas 
Finke thinks “infection” is primary, Glaser suggests the allergic constitu- 
tion as primary. Swineford*** suggests that the causes of wheezing may 
be numerous, even in an individual patient, Detailed study of more than 
5,000 asthmatic patients shows most asthma is due to either atopy or 
infection. He states: “Infection causes asthma. Ignorance of the mech- 
anism by which cause produces effect is a poor reason for ignoring the 
indisputable fact that infection does cause wheezing.’ Bupert*® reports 
that forty-seven out of sixty-eight asthmatic attacks occurring in fifty 
patients were relieved when the acute respiratory infections preceding the 
attacks were treated by penicillin. He thinks respiratory infection more 
important than usually thought in initiating and prolonging attacks of 
asthma. 

Leibowitz et al®* suggest that most cases of respiratory allergy are 
due to pollens, inhalants, and bacteria rather than foods. Guerrant et 
al'?? reply to their own question, why do patients with sinusitis have 
asthma, as follows: “The answer to this question is not known, The three 
possible mechanisms suggested by Rackemann and Weille in 1939 have 
not been challenged. They are: (1) Chronic irritation of trachea and 
bronchi from postnasal secretions; (2) reflex bronchospasm from inflam- 
mation in the sinuses; and (3) a focus of chronic sinus infection from 
which bacteria, and their products could produce sensitization and sub- 
sequent allergic reactions. These mechanisms have not been evaluated.” 

Chobot et al®> report: “In 400 children whose asthma began before 
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they were three years of age the causes in order of importance were 
found to be infection, inhalants, and food; the first being a factor in 87 
per cent and sole cause in 30 per cent.” They say “Bacterial allergy is 
of the greatest importance in these children and may simulate any allergic 
_ syndrome .. . and role of infection in asthma has been sadly underesti- 

mated.” 


Sugihara and Squier?®® say: 


_ The important role of the hemolytic streptococcus in the etiology. of infectious 
asthma was clearly indicated in some of our cases. . . . The diagnosis of bacterial 
5 allergy often can be made only on presumptive evidences. In bronchial asthma 
it. an infectious etiology may be inferred by the initiation, provocation, or aggravation 
Ta of the asthmatic state with the development of respiratory infections, by the exacer- 
en bations observed after injections of catarrhal or autogenous vaccine, and possibly 
: by improvement observed after vaccine therapy or eradication of infected foci. 
Cutaneous tests with bacterial vaccines are not reliable. A leukocytosis or a roent- 
genogram indicative of paranasal sinus disease may denote infection but the impli- 
cation is not specific. A persistently elevated antistreptolysin index can be employed 
as a helpful corroborative procedure in determining the etiologic role of Group 
A hemolyticus streptococci in patients with infectious allergy. =a” 


The following paragraph is quoted from their summary: _ 


Persistently elevated antistreptolysin titers apparently indicate the presence of 
a focus of hemolytic streptococcal infections. Since such a focus is capable of 
inducing bacterial sensitization, a persistently elevated antistreptolysin titer in pa- 
tients with infectious asthma could imply that sensitization to Group A hemolytic 
streptococcus exists and is of clinical importance in the allergic state. 


Reviewing records of thirty asthmatic patients under one year of age, 
Buffum* concludes that “infection is an additional factor.” 

Hunt'** thinks that “an infection of some part of the respiratory 
tract is perhaps the most common cause of the acute or chronic asthmatic 
state. . . . It is doubtful whether true allergy to foreign dust proteins 
alone plays a great part in the production of most asthmatic attacks, 
unless the mucous membrane has already been rendered unhealthy and 
sensitive by acute or chronic infection. . . . True sensitization to bacteria 
and their toxins appears to be not uncommon, . . . Vaccines may some- 
times be used to reduce the patient’s sensitivity to their toxins. As already 
mentioned, a person who has such a chronic infection will frequently show 
sensitivity to any nonspecific ‘dusts’ which he may inhale, such dusts 
or foreign particles, however, being no longer irritating when the mucous 
membrane has once more been rendered healthy.” 

Kaplan and his associates'** state “that bacterial allergy exists and 
may predispose, incite, and precipitate an allergic episode is well docu- 
mented,” and also point out that the diagnosis of bacterial asthma is 
difficult. Hoping to find a means to differentiate infectious from non- 
infectious asthma they did tests on the blood of 101 asthmatic patients. 
They considered that, while antistreptolysin O titers were of little value, 
it would appear that where there is a history of recent upper respiratory 
infection with asthma the C-reactive protein, when increased, is probably 
evidence of an allergic infectious process. Following a survey of C-reac- 
tive protein in 304 patients with bronchial asthma and forty-three control 
patients, Aaronson et al’ conclude: “The results of this survey show 
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that CRP occurs about ten times more often in asthmatic patients with 
a recent upper respiratory infection than in those without it. In non- 
allergic children with a recent infection of the upper respiratory tract, 
the CRP is not present in the blood serum.’ On the other hand, Smith 
and Skaggs**° say tests were made for C-reactive protein on the blood 
of patients with infective asthma, pollen hay fever, asthma due to inhal- 
ants, chronic vasomotor rhinitis, eczema and angioedema and _ urticaria. 
“No relationship was found between allergic symptoms and the presence 
of this substance in the blood, except in the case of urticaria... . In 
urticarie CRP was usually present, roughly in proportion to the extensive- 
ness of the lesions.” Becoming interested in the studies of Kaplan and 
his associates who tested patients for C-reactive protein some time after 
the onset of respiratory infection, Tuft and Scherr?** performed tests on 
109 asthmatic patients, pointing out that their studies differed from those 
of Kaplan and his group in several respects. These authors state “this 
study failed to confirm the suggested role of the CRP test in the etiologi- 
cal diagnosis of asthma. The appearance of this protein occurs as often 
in febrile patients whose asthma is quiescent as in those whose asthma 
is active. .“. . In our opinion, the present value of the CRP test is 
mainly in the diagnosis of rheumatic fever, rheumatoid arthritis, and 
pneumonia.” 

Simon*** was disappointed with autogenous vaccines in asthma, but 
used a nonspecific bacterial filtrate with some success. Spain?** pointed 
out that it is suspected that certain skin positive cases of coryza and 
bronchial asthma are due to sensitization to bacterial activity, usually 
located in paranasal sinuses or in lymphoid tissues of the nasopharynx. 
The mechanism is unknown but there is strong evidence in prononunced 
local reactions and constitutional symptoms which occur with very high 
dilutions of an autogenous vaccine from organisms from the suspected 
sources. 

Curry® says “The role of respiratory infection in precipitating both 
primary and repeated attacks of asthma is well known. In certain cases 
antibiotic therapy is very effective in bringing about relief from asthma. 
.. . It is known that infection alters the immune response to allergens. 
... The role of allergy in bacterial infections associated with asthma 
is not clear,and the use of bacterial vaccines in the treatment of asthma 
does not appear rational.” 

Gottlieb''® summarizes a number of opinions as follows: ‘The diag- 
nosis of bacterial allergy is difficult and skin tests are valueless. Tuft 
minimizes the importance of focal infection in the paranasal sinuses. 
Hyperplastic sinusitis is more often the result rather than the cause of 
the allergic processes. Radical operations should not be done unless ex- 
tensive suppuration cannot be controlled by antibiotic and other therapy. 
Before assuming that asthma may be due to bacterial allergy, every effort 
should be made to find a nonbacterial factor or, if not successful, to 
treat the patient as though it were nonbacterial. Vaccines, stock or auto- 
genous, especially those from bronchoscopic aspirations, may be useful 
adjuncts when employed in small doses, and preferably by the intra- 
cutaneous method... . According to Overholt, Walker and Woods, hid- 
den or unsuspected bronchiectasis is often present in the chronic asthmatic 
patient, ‘(Of seventy-six patients classified as ‘medical failures,’ broncho- 
graphy revealed bronchiectasis in twenty-seven, of whom thirteen had 
the disease bilaterally. . . . Friedman and Waldbott took vigorous excep- 
tion to Overholt’s criteria for the diagnosis of asthma, and to his implica- 
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- tion that bronchiectasis is not uncommon in asthma. The problem 
appears to be, in some degree, one of semantics. . . . In some cases of 
i infective bronchitis, the symptoms and signs of asthma and of 


7 


diffuse bronchiectasis may be combined to such a degree that diagnostic 
classification is a matter of opinion.” ig 
__ Unger and Gordon?"* cite Zoss et al as stating that 50 per cent of 
250 soldiers with asthma had chronic suppurative sinusitis, and 73.2 per 
cent had chronic respiratory tract infection. However, Unger and Gordon 
criticize Zoss for accepting muco-pus as reliable evidence of bacterial in- 
 fections. Dees®® obtained positive reactions to bacteria in 86 per cent | 
of 100 asthmatic children. Davison®* thinks asthma appearing after the 


type of bachecial allergy. Arbesman‘* discussing a paper by Finke said: 
“My impression of bronchial asthma with infection, or ‘infectious asthma,’ 
is the presence of mucopurulent or purulent sputum, pathogenic organisms, 
or an elevated white blood count, sedimentation rate, or perhaps an 
elevation of temperature in a person who has wheezing, cough, and 
dyspnea and often eosinophilia higher than in the atopic or allergic asth- 
matic. This infectious process could be the primary cause of trouble 
(bacterial allergy?) or superimposed on an allergic asthma.” 
Forman and Blatt’ accepting the reliability of the Blatt and Nantz 
test say that a number of cases of “intrinsic asthma” have been shown to 
_ be bacterial allergy. The test has “helped to establish the existence of 
bacterial allergy to organisms other than the tubercle bacillus.” They _ 
Lp think that the test helps find a specific desensitizing agent in cases of 
intrinsic asthma, and supplies the missing link in the elderly atopic 
patient whose case has become complicated by bacterial allergy. 

Wittich?®* says “Focal infections are a very important source of 
bacterial sensitization. These foci can cause and/or maintain a state of 
hypersensitiveness.” Mansmann’®® writes: “Many cases of bronchial 
asthma have both an allergic and an infectious etiology. Some prove to © 
be due to infection alone. Bacteriologic laboratory proof of infection, 
suspected by examination of the respiratory system, is sound medical prac- 
tice and should not be confined to so-called research. . . . Cultures are 
often needed for the proper use of bacterial and virus vaccines. The 

must be informed when an autogenous vaccine is desired. _ 
In spite of the controversial nature of skin testing with bacteria, 

Fars, and virus extracts, they are still a part of my approach to the | 
problem of infection. Our lack of knowledge concerning the complex 
nature of bacterial sensitivity is a definite barrier to the interpretation 


of our findings. .. . My own experience with bacterial testing has given _ 
me an intelligent approach to the use of bacterial vaccines. . . .” 
Grorud’*® says: 


Alexander has stated that bacterial allergy promises to surpass in scope and 
importance all other forms of allergy. To appreciate the concept of bacterial 
allergy, one must believe in the old doctrine of focal infection. Indeed, they are 
one and the same. Originally, it was thought that a true bacteremia emanated from 
a focus of infection to cause disease in distant parts of the body. A later theory 
held that it was more likely that a bacterial toxemia took place, since only rarely _ 
could an actual bacteremia be demonstrated. Another theory, that of selective 
localization, was advanced to explain why only certain body structures were involved. 
The more modern view attributes the modus operandi to bacterial allergy. 

Cooke thinks that the absorption of bacterial substances or the products of their 
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growth from areas of acute infection or chronic foci may produce different Be: 
of allergic disease. Organisms usually involved are various strains of streptococci, 
staphylococci and pneumococci. Infection as a cause of allergic disorders is not 
accepted as widely as it should be because of the difficulty of proving the a, 

plus the fact that the precise mechanism is not yet known. 


Rackemann’™ suggests that when asthma begins after forty years of 
age the condition is “intrinsic” and often associated with bacterial allergy. 
Malnutrition and infection, as seen in the sinuses, bronchi and teeth, 
may also contribute. Elsewhere'** he suggests several of these causes are 
usually present in intrinsic asthma. In another paper, Rackemann’®* 
elaborates thus: ‘The test-negative cases were especially interesting. 
Here the story was of asthma which came in isolated attacks, each follow- 
ing a head cold. Vaccines, given to stimulate immunity to secondary 
infections, had often been very helpful. It is infections which play havoc 
with our patients—there is no doubt about that statement. Sometimes, 
however, in those patients with negative skin tests, the results of treatment 
with vaccines may be quite good, and that supports the theory that in 
those cases ‘the asthma does, in fact, depend upon a true bacterial allergy.” 


~ 


Gay and Marriott’? say: 


Of these five million . . . by and large the majority have developed or will 
develop asthmatic bronchitis secondary to invasion by some bacterial agent 
we wish to emphasize that the terms bacterial asthma, infectious asthma and in- 
trinsic asthma are synonymous... .. Time will not permit a detailed discussion 
of the differential diagnosis of bronchial asthma due to bacterial allergy and 
bronchial asthma due to infection, the latter commonly called asthmatic bronchitis. 
Even among the most experienced, bacterial allergy as related to asthma is not 
clearly understood. . . . However, there are a number of good reasons for the 
assumption that infection (that is, bacteria themselves or their products) is a cause 
of an allergic response which may manifest itself as asthma. The most convinc- 
ing evidence of the allergic nature of infectious asthma is the fact that a reaction 
may frequently be elicited by means of small doses of vaccine, especially one 
made from an autogenous vaccine. 


In Longacre’s’*® opinion: 


A discussion of the various components of an infection as possible allergens 
precipitating an attack of asthma is only of academic significance. It is of little 
clinical importance whether it results from an exotoxin, endotoxin, bacterial 
protein, split protein resulting from enzymatic or fermenting action, or from any 
other part of the infection. The allergen responsible for the attack of asthma 
could be multiple but would not exist except to support a theory that the bacteria 
themselves could be the allergen. However, there is no proof that under certain 
conditions they will not have certain allergic tendencies. It therefore becomes 
self-evident that antibacterial therapy should be effective in cases of infectious 
asthma if the therapy employed is effective against the infection responsible for the 
asthma. 

The site of infection usually associated with cases of infectious asthma is in 
the respiratory passages, including those of the upper respiratory system as well 
as those of the deeper bronchi and terminal bronchioles. However, it is academical- 
ly debatable whether, if the infection is acting as an allergen in precipitating 
the asthmatic seizure, that infection with similar features elsewhere in the body 
might be capable of causing an asthmatic seizure, 
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_ For twenty years Forman’ has tested patients suspected of having 
bacterial allergy with vaccines of common respiratory bacteria. Sometimes 
he observed immediate wheal reactions, but in most elderly patients there 
was a delayed inflammatory reaction. He considered these positive tuber- 
culin-like responses to be significant. He and Blatt suggest that a bacterial 
allergy may be present along with infection, but in these patients no posi- 
tive reactions to bacterial vaccines were obtained. They briefly describe 
the method of testing for bacterial allergy developed by Blatt and Nantz 
by stating that it “consists essentially of suspending the white blood 
cells of a patient in filtrates of various strains of bacteria.” Damage or 
death of a considerable number of leukocytes indicates allergy to that 
strain of bacteria. 

Concerning asthma, Grove’! is “very definitely of the opinion that 
sinusitis may be the primary or secondary cause of asthma.” One reason 
for great variation in reported incidence of sinusitis in asthma is the 
variability of the methods of diagnosis of sinusitis. Grove states that 
Cooke found sinusitis to be the only cause of asthma in 45 per cent of 
470 patients and a contributory factor in another 15 per cent. Stevens?** 
has stated: “Bacterial infection is an important and common cause of 
asthma in children. While it frequently complicates asthma due to other 
causes, at times it appears to be the sole etiologic factor.” 

Benson* mentions history of development of knowledge of soluble anti- 
gens and corresponding antibodies. “Such findings suggest the possibility 
that bacteria contain . . . an indefinite variety of specific protein com- 
pounds which are capable of acting as antigens and of inciting the 
formation of antibodies in the animal host.” Workers group cases into 
bacterial and nonbacterial, but disagree regarding specificity or non- 
specificity of bacterial causes. (Test) reactions to foods and dusts... 
“do not in any sense preclude a coexisting bacterial sensitization which 
may be the underlying process.” After mentioning various respiratory 
bacteria he says, “We are probably concerned equally in asthma with 
the intestinal flora” and suggests cultures of sputum, stools, and cultures 
should also be taken in bacterial rhinitis, eczema-dermatitis, urticaria, 
migraine, and “certain rheumatic and ocular conditions.” Of 232 cases 
of asthma, twenty-one were nonbacterial, ninety-four were bacterial and 
treated with vaccine, 117 were mixed bacterial and other origin. Vac- 
cine treatment was used along with suitable attention to other allergens. 
Results in the bacterial group were almost identical with those in other 
groups. In asthma he suggests “the greatest single stride has been a 
growing appreciation of the role of bacteria,” and gives credit to Sir 
Almroth Wright, Fleming, Walker, and Thomas. He considers symptoms 
in asthma may be aggravated by overdose, but relieved by “proper dosage.” 


Spoujitch and Danilovitch**® summarize their paper as follows: 


The facts just expounded confirm what many authors already have said on the 


- important role that infection or bacteria play in the pathogeny of asthma. Only, 


their role is not always the same in all cases and it is not always a simple matter. 
‘On the contrary, we have seen that the action of infection otherwise called bacteria, 
on asthma, is very complex. In certain cases, the bacteria act only as allergens; 
sometimes only as a favorable factor in aiding the penetration of other allergens 


or, lastly, as a localizing factor which produces shock tissue and, by that very 


+ __ action, localizes the allergic reaction and determines its manifestation. From the 
‘4-9 


observations discussed it appears that, although in certain cases these different 
roles of the bacteria are independent, isolated, and present themselves only sep- 


ANNALS OF ALLERGY 


i 


4 


ALLERGY TO BACTERIA 

i 
a 
; 
x 
el 
ty 


ALLERGY TO BACTERIAL PRODUCTS—BAIRD 


arately, in other cases, and this is the most common, the bacteria take on all 
several roles at the same time, and these are so simultaneous and closely linked 
together that it is difficult to differentiate them. Bacterial allergen is one of 
the rare allergens that open up a way for themselves and at the same time deter- 
mine the shock tissue. This quality of being able to have several or even all 
these roles at the same time, confers on bacterial allergen a predominating role 
in the appearance of allergic manifestations. The facts revealed show the im- 
portance of the treatment of bronchitis in all cases of asthma, in those cases wher? 
the bacteria are the cause of allergy, as well as in those cases where the bacteria 
act only as a favorable or localizing factor. In any case treatment should be given 
as soon as possible as Salen, Egon Brunn and other authors have shown, before 
complications might appear and before the bronchitis becomes chronic and incur- 
able. 


TREATMENT OF ASTHMA 


1. Remove the Bacterial Products ——Treatment of allergy to products 
of bacteria would naturally follow two lines: attempts to remove the 
bacterial source of sensitizing products, and attempts to alter the sensitiv- 
ity reaction of the patient’s tissue. The former might be further sub- 
divided into removal of foci of infection by surgery, and attempts to 
destroy the bacteria by chemotherapy or antibiotics. Tillman*”’ suggests, 
“Infective asthma is best handled by removing foci of infection where 
possible. Autogenous vaccines prepared from tissue removed at operation, 
sinus washings, or sputum are often valuable. Where such material is not 
available, stock vaccines are often beneficial.” Unger and Gordon?** 
point out that Chobot suggests bacterial infection is very important, and 
he therefore urges clean removal of tonsils and adenoids and the use 
of autogenous vaccines, but they add, “We do not deny the importance 
of bacterial infection, but removal of tonsils and adenoids, in our ex- 
perience, has rarely led to cessation of attacks.” 

Shuey and Grater**® say ‘Antibiotics have been successfully used in 
asthma associated with acute respiratory infections, The literature abounds 
with references to the importance of the role of infection in acute asth- 
matic episodes of children.” Baumann et al** consider that oral penicillin 
may become a valuable adjunct in the treatment of “bacterial asthma.” 
Longacre’*® thinks “Antibacterial therapy in the treatment of infectious 
asthma is in essence the therapy of the infection responsible for the onset 
of the asthmatic seizure.” He considers the bacteriostatic or bactericidal 
action of chemotherapeutic and antibiotic drugs has been of definite value 
in many cases and that the cases which have not responded to this form 
of treatment do not justify condemnation of antibacterial treatment in 
infectious asthma. He also says, “The principles outlined concerning 
rationale in the approach to antibacterial therapy in infections should 
hold equally well for treatment of the infection in cases of infectious 
asthma as it does for other types of infections regardless of its location 
in the body. . . . Inasmuch as infectious asthma is a chronically recurrent 
type of disease, additional supportive therapy to increase resistance to 
infection, as well as possible immunological therapy in selected cases. 
should be considered essential. Also the etiology of each episode of 
infection causing recurrences of asthma may not necessarily be the same 
in each ‘instance. The type of infection, as well as the bacteriology occur- 
ring with each episode, will often differ.” 

Treatment with antibiotics is urged by Lichtenbelt et al'®’ for. chronic 
bronchitis where there are allergic symptoms to prevent the bronchitis 
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becoming chronic asthma. Segal et al*** suggest “Evidence of respiratory 
tract infection is present in most patients with intractable bronchial 
asthma” and treatment with terramycin and bronchodilator | aerosols is 
useful. Shuey and Grater?®® summarize their study as follows: “(1) Twen- 
ty-three chronic asthmatic patients were treated with continuous anti- 
microbial therapy for periods ranging from three to eighteen months. 
Of these, sixteen obtained excellent results, four obtained moderate im- 
provement, two showed slight improvement, and one showed no improve- 
ment. (2) In the great majority no allergy could be demonstrated. 
(3) One mild reaction to penicillin was noted. (4) The number and 
severity of the asthmatic attacks were lessened.” 

After citing the work of a number of writers Unger?‘ concludes that 
penicillin by either injection or aerosol “frequently cures or lessens in- 
fectious complications of asthma. . . . But chronic asthma, I am afraid, 
will still remain after the infection has been removed.” Unger and 
Gordon*** summarized reports of various writers who had used penicillin 
aerosols as follows: “Thus we see that the above writers are fairly well 
agreed that inhalation of penicillin is excellent in treating broncho- 
pulmonary diseases, especially if acute. It is less effective and gives only 
temporary benefit in bronchiectasis; it is useful in the infectious compli- 
cations of asthma, but of little or no benefit to the underlying asthma. 
Our own experience in our asthma rooms at Wesley Memorial Hospital, 
Chicago, in a large series of cases, confirms these findings. We have 
used penicillin (and streptomycin in a few cases) both by injection and 
by inhalation ; sometimes we have used both at the same time. The under- 
lying asthma persists in many cases, but we are pleased with the method 
because the fever, high sedimentation rate, and leukocytosis usually 
clear, and the patients feel better. Our results in bronchiectasis have been 
mediocre, except when lobectomy is possible.’”’ Rosen®°* considers “Ter- 
ramycin is a valuable medication in the treatment of infectious asthma.” 
In a review Gottlieb’!” says, “Numerous reports favor antibiotic therapy 
for the control of superimposed infection in the asthmatic patient or for 
infectious asthma.” He mentions reports by Finke, Miller, Derbes, Lang- 
ley, Dulfano and Segai, and Barach et al, all indicating benefit in many 
cases of bronchial asthma from the use of antibiotics. 

Barach and Garthwaite®* say ‘““More sustained improvement after anti- 
biotic penicillin therapy in the treatment of bronchial and sinus infection 
appears to take place in patients in whom hyposensitization therapy with 
catarrhal vaccine and dust is instituted directly after treatment and 
continued for an indefinite period.” 


Fein® reports “eighty-two cases of chronic bronchial asthma were 
studied to determine the effect of Neo-Penil in preventing acute asthma 
when complicated by acute upper respiratory tract infections.” It was 
considered more effective than potassium penicillin G and is advocated in 
such cases to reduce incidences of acute paroxysms. 


Miller’*® treated twenty-nine cases of difficult intrinsic asthma, and 
concludes, ‘‘penicillin . . . seems to be effective in a small, but worthwhile 
proportion of selected cases of bacterial asthma. The results thus far are 
not completely conclusive, but are sufficiently promising to warrant fur- 
ther study of the use of penicillin in bacterial asthma.” Schonwald and 
Deppe**’ treated eighty-six allergic patients with penicillin. They felt that 
sixty-nine received definite benefit. 

Gay and Marriott’ say: 
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can by itself without allergy cause the disease known as asthma. ... This report 
includes both types, for it has been impossible to determine with certainty whether 
bacterial allergy is responsible or whether infection without allergy accounts for 
the symptoms in the group of patients that have been treated with penicillin in 
wax and oil.” . 


who failed to respond to allergic or other treatment were given sulfonamide pro- 
phylaxis for periods of seven to nine months. 

2. No severe attacks of asthma or bronchitis occurred in any one who took the 
prophylaxis faithfully. 

3. No general reactions occurred. One case of skin eruption appeared in a 
patient who was sensitive to other drugs. 

4. This method of prophylaxis is recommended for the prevention of infectious 
asthma in those patients who have recurrent attacks of asthma caused by respira- 
tory infections for which other methods of treatment have failed. 

5. Allergic and medical management should be continued along with sulfonamide 
prophylaxis. 


Thomas?* says “The treatment of superimposed infections or respira- 
tory allergy . . . includes local therapy, antibiotic therapy, anti-allergenic 
management and symptomatic therapy.” (Reviewer’s comment: He does 
not seem to be thinking in terms of possibility that the bacteria or their 
products may need to be considered in the “anti-allergenic’” management. ) 
Finke*®® mentions animal experiments “which show that bacteria tend to 
resume multiplication during excessive penicillin-free intervals and are 
more refractory in a chronic infection than in an acute one.” This seems 
to the reviewer to be somewhat in conflict with Finke’s®’ later statement 
that “Autogenous vaccine therapy in infectious asthma, similar to tuber- 
culin treatment in tuberculosis, attempts to alter immunologic processes in- 
itiated by bacteria. Even if such management has been reported as bene- 
ficial in certain cases, anti-microbial agents now at our command provide 
a more rational approach, namely, the destruction of these bacteria.” 

Israels et al'®® found that “In asthmatic persons of both sexes those 
with purulent bacterial bronchitis excreted more 17-ketosteroids than did 
noninfected cases; they also had lower levels of circulating eosinophils. 
Successful antibiotic therapy of the complicating purulent bronchitis al- 
most always led to a considerable decrease in the urinary steroid excre- 
tion. These findings were attributed to the stress reaction produced by 
the infection.” Szanton et al**? write: “A group of seventeen asthmatic 
patients with the diagnosis of bacterial allergy as an etiology is presented, 
with the response to adjunctive prophylactic repository penicillin therapy. 
Over a period of one winter season, contrast is made with previous year 
without benefit of adjunctive long-acting penicillin therapy. A control 
group of cases with similar clinical diagnosis is also presented. Data in- 
dicate an improvement in the treated group, in contrast to the control 
group. Results are not conclusive.” 

Van Ufford?’® stresses importance of examination of sputum in bron- 
chial asthma, particularly in an effort to find “abnormal” flora. Beta 
streptococci should be treated by chemotherapy. They are found in about 
59 per cent of cases. Langley*** suggests that in many asthmatic patients 
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no allergen is known and there is poor response to treatment. No signifi- 
cant skin reactions are found. Many of these have infection of paranasal 
sinuses. Is this cause or effect? He treats asthmatic bronchitis, bacterial 
asthma, infectious asthma, and intrinsic asthma as synonymous, and re- 
ports using Chloromycetin in thirty patients with some failures and some 
excellent results. Baumann et al*’ report that oral penicillin gave ap- 
parent control for a period of six to sixteen weeks in many cases of 
bacterial and mixed asthma. 


2. Change in the Body's Reaction with Bacterial Antigens ——Some 
pioneers were attempting to alter the sensitivity of asthmatic patients to 
bacteria and their products soon after Von Pirquet suggested the word 
“allergy.” As early as 1909, Carmalt-Jones®® wrote suggesting that 
one cause of spasmodic dyspnea in chronic bronchitis is a specific bac- 
terial toxin, the result of a definite infection and amenable to treatment 
by the corresponding vaccine. Doses siven of vaccine were of the order 
of twenty-five million to 100 million. Of fifty-two cases there were strik- 
ing results in thirteen, some improvement in frequency of attacks in 
thirty-one, and in severity in thirty-nine; twenty-six improved in powers 
of taking exercise, and twenty-nine slept better. There was no improve- 
ment at all in four cases. He described a short bacillium as the offending 
organism, and worked with Wright’s sanction and in his laboratory. In 
1913, Pirie’** expressed the opinion that “in many cases microbic in- 
fection is one, and an important one, of the factors which may precipitate 
an asthmatic attack ;” especially “where there is bronchitis or infection of 
some other part of the respiratory tract.’”’ He used autogenous mixed vac- 
cines. Of nine cases, two patients were practically cured and free from 
asthma, five considerably improved, one got only slight improvement, and 
one no improvement. His doses were 125 million bacteria to 300 million. 
In 1915, Wittich®®’ reported great improvement in three cases of tuber- 
culosis complicated by bronchial asthma through autogenous vaccine 
therapy. In 1950, Wittich’ said that “for the past thirty-five years’ he 
“has used homologous bacterial vaccines in the treatment of bronchial 
asthma with an infectional component. Even to this day, former patients 
of this type who were successfully treated by this method many years ago 
and whose symptoms have recurred with old age, present themselves and 
request that a similar vaccine be made as they have tried the usual allergy 
therapy, hyposensitization with inhalant allergens to which they are sup- 
posed to be allergic, with little success. Undoubtedly, during the past 
decade, this means of therapy has been somewhat neglected because the 
subject has been controversial and so many fail to recognize its im- 
portance through bias. Proof is again accumulating that in cases of in- 
fectious asthma, the use of a carefully prepared homologous bacterial 
vaccine is apparently a valuable aid in the treatment of this type of asthma, 
which appears to be specific in nature and superior to a nonspecific bac- 
terial vaccine.” In 1917, Sicard?** mentioned pollens and foods, and then 
said, “Another source of attack . . . is due to the presence of bacteria, 
primarily Streptococcus viridans or Streptococcus hemolyticus, secondarily, 
Micrococcus catarrhalis. These cases are obviously infective, and the more 
asthma I see the larger I think this group is. ... An autogenous vaccine 
will cure the attacks.”” He begins with 100 million and feels his way with 
doses to 1000 million, but some require 2000 or even 3000 or higher. Of 
sixteen cases, twelve were cured, three improved, one unimproved (tuber- 
culosis). In 1919 Walker?** reported that of 400 cases, 150 were not 
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ili to any protein to which they were tested, and twenty ite were 
sensitive to bacterial products. These 178 patients were treated with 
bacterial vaccines. Of the twenty-eight, 75 per cent were relieved of their 
asthma and 21 per cent were improved. It seemed to make no difference 
whether stock or autogenous vaccine was used. Of the 150 nonsensitive 
patients treated with vaccines made from their own sputum, 40 per cent 
were relieved and 20 per cent were improved. 

In 1921, Rogers**? treated forty cases of asthma with autogenous 
streptococcus vaccines with the following results: Six cases (15 per cent) 
were failures; thirteen cases (32.5 per cent) received good immediate 
effect or relief but benefit was not complete nor permanent; twenty-one 
cases (52.5 per cent) became well and remained so when last heard from 
one-half to four years later. 

In 1924, Veitch?” reported treating twenty-four patients wich a com- 
bination of peptone and vaccine. This was given intramuscularly and he 
considered his results were good. In 1929, Baird’* reported treating four- 
teen cases of bronchial asthma with bacterial antigen plus antibody 
(“Serobacterin”) with “cure” in four cases, great relief in three, benefit 
for a few days or weeks in four, and no apparent benefit in three. He 
concludes that ‘‘while using the palliatives to relieve the attacks, and 
while searching carefully for the inciting causes, it is well worthwhile to 
employ vaccines (sensitized) in every case of bronchial asthma for the 
sake of those who can get benefit therefrom.” 

Voorsanger and Firestone**' treated sixty-six cases of infectious bron- 
chitis and asthma with autogenous vaccine with the following results: 
Fifteen (22.7 per cent) ‘“‘well” ; twenty-seven (40.9 per cent) “improved” ; 
twenty-four (36.4 per cent) unimproved. Twenty-two cases treated with 
stock respiratory vaccine gave parallel results. No specificity is claimed for 
autogenous vaccines. They believe two-thirds of the cases of infectious 
asthma are amenable to vaccine treatment. 

Mitchell and Cooper’”® discuss upper respiratory infections as the cause 
of asthmatic attacks and say “vaccine treatment has had better success 
than local treatment.” Ignoring theory, they think results may be specific 
or nonspecific. They treated eleven children with autogenous vaccines and 
conclude that every asthmatic child should be given treatment with vaccine 
if other treatments fail. Vaughan?*’ thinks both specific and nonspecific 
effects may be produced by using autogenous vaccines in bronchial asthma. 
Crump® says: “Chronic bronchial infection plays an important role in 
nearly every case of asthma in which involvement is severe enough and had 
lasted long enough. There is abundant clinical experience that vaccine 
therapy, whether by a specific or a nonspecific mechanism, is useful ir 
such cases,’’ and reports 112 cases of asthma in children treated with 
autogenous vaccine from bronchoscopic material, the largest dose being 
2000 million organisms, 

Bergquist** reports that of 189 cases of intrinsic asthma treated with 
autogenous vaccines, 80.4 per cent had good results; the best were in 
children, becoming poorer with advanced age. Recently he** reports 
fifty patients with intrinsic asthma who did better on autogenous Staphy- 
lococcus aureus and albus vaccine than on polyvalent autogenous vaccine. 
Injections of vegetable protein were followed by relief in 15 per cent of 
patients, compared to 76.4 per cent of those receiving the staphylococcus 
vaccine. He thinks there is an element of specificity in the treatment. 

Kauntze et al’** report that of 594 asthmatic patients seen during 1948- 
49, 53 per cent were allergic, 27 per cent infective, and 20 per cent com- 


MarcuH-Aprit, 1957 


‘ 


¥ 


— 
| 
| 
| 


ALLERGY T TERIAL CTS—BAIRD 


al 


bined. Thirty per cent were treated by desensitization or vaccine therapy. 
One writer’®? replies to a question as follows: “A course of treatment 
with a vaccine made from the usual bacterial flora of the respiratory tract 
may minimize the bacterial inflammation in the bronchi secondary to colds 
and may thus prevent asthma.” 

Boesen*® recommends vaccine therapy for children over one who suffer 
from asthmatic bronchitis. Flensborg’®® reported up to four years of age 
a large number of asthmatic children were “skin-negative.”” However, 89 
per cent of those between twelve and fourteen years of age were “skin- 
positive.” Using autogenous or stock vaccines (with equally good results ) 
in the ‘“‘skin-negative” cases gave better results than did hyposensitization 
therapy in the “‘skin-positive” cases. 

Swineford*® thinks the use of bacterial antigens in treatment of allergic 
diseases is empirical but often effective, although we are not sure why. He 
says “Twenty-eight authors report complete relief in 593 and marked re- 
lief in 602 of 1708 cases of asthma treated with bacterial antigens. The 
problem of the treatment of asthma and other manifestations of allergy 
with bacterial antigens has not been solved. ... The results were about 
the same with vaccines, sterile filtrates, and with mixtures of the two.” 
Swineford says the advocates of small subreacting doses, of doses which 
cause local and focal reactions, and schedules of doses aimed at active 
immunization are all correct theoretically. 

Baldwin** writes : 

Asthma occurring mostly in winter is more likely to be infectious. Fever, purulent 
sputum, leukocytosis and x-ray evidence of pulmonary consolidation in the adult 
point to infection. In children, enlarged cervical glands, earache and sore throat 
suggest infection in adenoids and tonsils. . . . Antibiotics have an important place 
in treatment of infectious asthma. ... Inhalation of antibiotics is rarely indicated 
and may do harm by irritating the bronchial mucosa. ... Autogenous vaccines and 
climatologic management are of value for some patients. ... Even when infection 
is clearly a cause of the asthma, other factors that produce asthma should be 
investigated—hypersensitivity to common allergens, psychosomatic factors, fatigue, 
et cetera. 


In discussing classification of the asthmas, Brown and Halpin** suggest 
that the responses to treatment of infectious asthma (acute) are variable 
for injection treatment with vaccines. Under infectious asthma (chronic) 
when not superimposed on other disorders, they suggest that response to 
treatment is good to antibiotic agents but poor to medications, depending 
upon the amount of infection and destruction. 


Baird’ writes : 

; tl Try to find anyone whose respiratory tract (particularly the sinuses) does not 
contain numerous bacteria, and who is not constantly breathing in more bacteria 
from air of rooms in which people have lived—bacteria which not only add to the 
bacterial antigen already present, but which can take the material of the host’s own 
cells and fluids and change it to proteins or toxins to which the host’s tissues may 
be hypersensitive. No matter what other allergens may be involved, it is not a 
rational procedure to attempt to insure that such hypersensitivity to bacteria and 
their products shall be at a minimum, not after we seek for and try to eliminate 
other influences, but before or during such a study?. ... Increasing doses of a 
mixed bacterial antigen plus antibody, up to fifteen or twenty thousand million 
killed bacteria, will give some relief in nearly all cases of bronchial asthma, and, 
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when bacteria are more obviously concerned, usually gives such complete control 
that no more complicated study or treatment is required. The author therefore sug- 
gests that this should become the standard first line of treatment in all cases, io 
be followed by or associated with other procedures only when it fails to give com- 
plete relief. 


(Reviewer's comment: This view is not shared by other writers.) 


Unlike Goodman who mixes extracts and vaccines in one vial, Unger?** 
always separates tree, grass, ragweed extracts and vaccines. 

Heise’ says: “A filtrate prepared from the alpha streptococci found in 
the sputa of throats of many asthmatic patients has been found to be a 
potent antigen in producing attacks of bronchial asthma, and in high 
dilutions is an effective agent in treatment . . . particularly efficacious in 
the treatment of chronic asthma in children. ... The food factors affect- 
ing asthma usually disappear when the bacterial factor is controlled.” 
Unger?" discusses observations of Ghosh, Stoesser, and Toulet concern- 
ing relationship of bacteria to allergy. In cases not responding to “‘ordi- 
nary allergy management,” Stoesser found undenatured bacterial antigens 
more useful than autogenous vaccines and thought the response was per- 
haps specific, but Toulet favored autogenous vaccines and removal of 
foci of infection.” 

sergquist®* reports autogenous vaccine very good in 341 cases followed 
for two to five years; 80 per cent of the cases of intrinsic asthma and 72 
per cent of the extrinsic. Cultures yielded Staphylococcus aureus and 
albus predominantly. 

Grorud’”® states: ‘“The viewpoint taken by many allergists concerning 
vaccine therapy in intrinsic asthma is that the method has a definite but 
limited application and that stock vaccines are about as effective as auto- 
genous ones.” In his summary and conclusions he states: “Fifty cases of 
intrinsic and mixed bronchial asthma with associated chronic sinusitis were 
treated with autogenous vaccines and observed for varying periods of 
time. Favorable results were realized in thirty-seven cases (74 per cent), 
indicating that this form of management is worthwhile when dealing with 
an asthmatic syndrome in which ordinary treatment has little to offer... . 
Chronic sinusitis is believed to be the most important focus of infection 
in intrinsic asthma. Staphylococcus aureus was the predominant bac- 
terium encountered.” 

Sacca?!® mentions a case of infectious asthma due to Bacillus coli as 
indicated by an almost pure culture from sputum and immediate type re- 
action to intradermal vaccine made from the sputum. The condition 
cleared up under treatment with autogenous vaccine, streptomycin, potas- 
sium iodide, and ACTH. Fuchs" found infection or bacterial allergy the 
most common cause in 82 per cent of older asthmatic patients. He thinks 
immunization treatment with stock or autogenous bacterial vaccines is 
beneficial in such cases. According to Rackemann,'®? “Mixed causes, al- 
lergic, infectious and psychogenic, are present together in about every 
case.” Where skin tests are negative, one assumes that the patient has a 
“bacterial allergy” but this is not easy to prove. “Bacteria are good 
antigens ; they produce antibodies and immunity. They are, however, poor 
allergens in that positive skin tests are difficult, though not impossible, to 
obtain. So far I have no figures to show the results of vaccine treatment— 
only the impression that they are good.” 

Ylvisaker?** used autogenous streptococcus vaccines intravenously in 
fifteen cases, subcutaneously in eight, giving small doses and over long 
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"periods. He considers that bacterial or infectious types of allergy, espe- 
cially asthma, are fundamentally similar to other forms of allergy. 
lrankland, Hughes and Gorrill’®? report concerning treatment with mixed 
stock-autogenous vaccines in cases of intrinsic type bronchial asthma; 
control cases were given carbol-saline solution. Fifty-eight per cent 
showed improvement on the bacterial vaccine, while 52 per cent showed 
improvement on the carbol-saline. All cases were given general supportive 
treatment. Apparently, the maximum doses given represented about 
5,000,000 of each of the autogenous strains of bacteria. It may be with 
this in mind that the authors state, “It must, however, be pointed out that 
although this trial did not show any statistically significant difference be- 
tween autogenous vaccine therapy and saline injections in the treatment of 
asthma, it does not necessarily follow that bacterial vaccines may not be 
of specific benefit in the treatment of asthma. No attempt was made here 
to compare different strengths or qualities of vaccines or the spacing of 
the injections, or other possible variables in vaccine therapy.” 

Crump™ says, “In our hands vaccines prepared from bronchial secretion 
or from nose and throat cultures have proved invaluable” in allergic 
respiratory conditions. “After thirty years work with allergic children 
and study of more than 1500 bronchoscopies, our conclusion at this date 
can be stated succinctly, i.e., in our hands the use of bronchoscopic vac- 
cine in asthma in children is the sine qua non of therapy.” Results in vaso- 
motor rhinitis and allergic cough are too variable for definite conclusion. 
Although Baldwin** prefers antibiotics in treatment of infectious asthma, 
he suggests vaccine is most effective after removal of infected foci. Ac- 
cording to Banks and Beazlzy,** 80 per cent of 143 asthmatic persons 
treated with autogenous vaccine were greatly benefited. 

Spielman*** says, “In patients with infectious asthma and in patients 
with recurrent severe respiratory infections, bacterial allergy is a signifi- 
cant factor... . Antibiotic therapy used indiscriminately may prevent im- 
mune body production and is of no aid in producing desensitization. . . . 
The treatment of these patients calls for properly prepared bacterial 
antigens capable of stimulating immune body production.” He thinks 
respiratory vaccines unsound because: (1) The preparation may de- 
teriorate and may lose surface antigenic substances. (2) Metabolic prod- 
ucts of bacteria are not present in vaccines prepared from Gram-positive 
organisms, as they are present only in the culture filtrate which is not 
used. (3) Vaccines are cellular antigens, so must be used after injection 
to be of any use. He used a bacterial antigen complex prepared by the 
Hoffman process. “Many observers feel that bacterial allergy plays an 
important role in patients with bronchial asthma and recurrent respiratory 
infections. The proof of this relationship is still incomplete, however.” 
In twenty-five patients the bacterial antigen complex preparation proved 
superior to any respiratory vaccines previously used in these same pa- 
tients. In another twenty-five, stock pooled Hoffman bacterial antigen 
complex was very effective. In all, good results were obtained in 80 per 
cent of patients. = 

DERMATOLOGY 

When a group of authors** from various countries was asked, “For 
which dermatoses are focal infections significant ?,” the replies were ex- 
tremely varied. Among them, Kallos discusses “ids” as being definitely 
due to sensitization to organisms, but does not think clinical association 
of a focus and a dermatitis in the same individual is proof of allergy. 
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Beene suggests that destruction of body cells or of bacteria at the focus 
releases substances which may affect the skin by either toxic or allergic 
mechanisms. Marchionini and Tappeiner also hint at the existence of a 
sensitization, accompanying chronic focal infections in some cases. 

Chobot** says: “The importance of infection has, in my opinion, been 
insufficiently stressed in the allergies of the skin, particularly in eczema 
and urticaria, Although the importance of superficial staphylococcic and 
streptococcic infections of the skin has been recognized, the ability of 
bacteria or their products acting as allergens to cause dermatitic lesions 
has not received sufficient recognition.” Mayer!” writes, “Indeed, al- 
lergy and dermatology are two specialties which overlap considerably and 
many allergic patients have considerable difficulty in deciding whether 
they should consult the allergist or the dermatologist. ... The scope of 
dermatologic allergy is much broader than what the allergist usually at- 
tributes to his own field. Dermatologic allergy is concerned not only with 
the skin allergies to nonliving material, but also to the enormous field of 
allergy to infection. Indeed, the skin is the mirror of practically all in- 
fectious allergies. . . . The dermatologist’s more exclusive domain ex- 
tends to allergies to infections which accompany infections of the skin 
proper, with fungi, yeasts, bacteria and epizoas and the very interesting 
and important field of the so-called ids.” 

In studying the role of inhalant allergens in cases of dermatitis, Jillson 
and Piper™® consider they have gained much valuable experience “espe- 
cially regarding the importance of super-imposed bacterial allergy.” In a 
large group of patients who did not fulfill all of their criteria for diag- 
nosis of atopic dermatitis from inhalants, “the practical importance of 
adding Staphylococcus antigen to the other extracts was noted.” For 
them “desensitization does not refer to a neutralization of reagin” 
but ... “may be associated with the production of blocking antibodies.” 

Clearing up of the condition by removal of a so-called “focus of in- 
fection” provided some of the earliest clues to a relationship between 
bacterial products and dermatoses. Andrews et al® report that of seventy- 
eight cases of skin diseases forty-five were cured following removal of 
foci of infection. Epstein** reports two cases of persistent localized 
bullous eruptions resistant to other treatment, but clearing quickly and 
permanently following extraction of infected teeth. Admitting that there 
are contrary opinions he suggests focal infection is more important in 
such conditions than is generally recognized. Discussing local penicillin 
in infected eczemas or seborrheic dermatitis, Hellier’** suggests the soil is 
often more important than the seed. Moreno’ tells of severe persistent 
dermatitis apparently cured by appendectomy, but reappearing eight 
months later. Tonsillectomy was followed by permanent cure. Desaux 
et al” mention finding Proteus vulgaris in about twenty cases of different 
dermatoses improved by intradermal injections of an autogenous vaccine. 
Lipschultz’** thinks bacterial antigen is responsible for cutaneous auto- 
sensitization probably from ordinary constituents of normal skin flora. 

Baer and Leider" state: 


Some of the clearest expressions of allergic mechanisms can be found in the al- 
lergic transformations that regularly occur in response to infection. . . . Upon 
analysis, many clinical expressions of infectious diseases like tuberculosis, leprosy, 
syphilis, the mycoses, virus and rickettsial infections are based on allergic reactions. 


Becker and Obermeyer*® consider that in streptococcal eczema there is 
often an allergic element to the bacteria. 
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Storck®** did patch tests with bacteria cultured from eczema lesions in 
110 patients. -He obtained positive reactions with Staphylococcus awreus 
in 68 per cent and with hemolytic streptococci in 24 per cent. A much 
smaller percentage of normal controls showed such reactions. 

Schwartz and Brainerd*** consider that the form of erythema multi- 
forme known as Stevens-Johnson syndrome, following smallpox vaccina- 
tion, horse serum administration, and during rheumatic fever, represents 
an allergic reaction. 

Epstein’s®® discussion of the relationship between bacteria and light 
sensitivity may be summarized by the following quotation: 


Stokes and Galloway called attention to the interrelation between light sensitivity 
and pyogenic infections. Barber and his co-workers always stressed the role of 
intestinal dysbacteria in polymorphous light eruptions. . .. The mechanism of this 
relationship between sun sensitivity and infection is not known... . I am rather 
inclined to think the relationship comes via sensitization to bacteria or bacterial 
products... . Patients with bacterial eczemas become far more easily sensitized to 
externally applied drugs than any other group of dermatoses. ... The explanation 
of these phenomena in contact as well as in physical allergy by a synergistic action 
of these factors with bacterial products is well supported by the experimental pro- 
duction of autosensitization by the combined use of bacterial toxins and proteins. . 

It seems likely that in polymorphous light eruptions (prurigo estivalis) the photo- 
allergen is produced from normal skin by the action of, or in combination with, a 
toxin or other bacterial antigen. 


Pillsbury'*’ also mentions superficial bacteria as skin sensitizers. 
Among conditions which Semon?** reports as being, at least sometimes, 


related to focal sepsis are seborrheic dermatitis, recurrent streptococcal 
dermatitis, erythema iris, erythema nodosum, lupus erythematosus, pustular 
bacterids; and he cites cases of these conditions which have been cleared 
up by the removal of foci of infection or the use of chemotherapy. 

Tobias*™: says one of the three theories as to the cause of lichen planus 
is that “the eruption represents an allergy to a bacterial focus.” 

Fromer’® says McLaurin’ is inclined to the opinion that most ex- 
ternal otitis is probably a dermatitis on a bacterial basis. (This reviewer 
does not get that impression from reading McLaurin’s article, although 
he speaks of allergy and secondary infection. This expression “secondary 
infection” appears a great many times in the literature on dermatology, 
and it seems to the reviewer to be used with a considerable variety of 
meanings. It is nearly always assumed that the bacteria or their products 
have appeared after the inflammatory process had begun, but there is 
practically never any proof that this is a matter of fact. Perhaps the 
assumption involved in the expression “secondary infection” should be 
re-evaluated. ) 

Lane et al’*' consider various factors “may alter the relationship be- 
tween the host and the normal resident flora of the skin. ... Subsequent- 
ly a sensitization to some bacterial decomposition product may or may not 
develop.” He mentions “an alteration of host-bacteria relationship” and 
“there may be a superficial bacterial invasion of the skin, with or without 
sensitization.” 

Stokes et al**? think “the influence of nasorespiratory infections on 
hemolytic staphylococcus infections of hands is recognizable by patients as 
well as ourselves. It is apparently an induction of infection allergy to 
judge by the provocation of extensive ‘ids’ in some cases and ‘allergy’ to 
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the staphylococcus rather than the viruses. Apparently the sensitization 
interval is from eight to thirteen days.”’ Pillsbury’®’ says: “The poten- 
tialities of superficial bacterial infection as a sensitizer of the skin are 
manifold.” He seems to approve of the viewpoint of Stokes, whom he 
cites on “infection-allergic complex.”’ As evidence of sensitivity he men- 
tions “the frequency with which patients react to injections of staphylococ- 
cus toxoid or of a preparation of staphylococcus toxoid and _ bacterial 


antigen.” 
Baird’® considers it reasonable to think hypersensitivity to bacteria is a = = ly 
causal factor in many so-called skin diseases. For several years he has ~ Fi, 
been treating skin conditions which might be due to bacterial allergy : i: 
with large doses of a combination of bacterial antigen plus antibody. He » SN 
considers it important to give the inoculations subcutaneously and not ss 
intramuscularly, He reports 90 per cent success in eighty-four cases of 7 “on 
eczema and in fifty-seven cases of erythematous and papular rashes. Al- — « 
though not necessarily specific, the treatment seems to alter the patient’s : - 
type of reaction, and thus seems to reach the fundamental causes of many a & 
cases of skin diseases. Baird’® treats otitis externa like an eczema in any a 
other area, and summarizes his experience as follows: “In eczema of the _ 
auditory canal, soothing of the local process and high-dosage inoculations oe 
with bacterial antigen plus antibody (‘Serobacterin’) have resulted in 7 


complete control of the aural skin involvement. This is consistent with 
my experience with eczema of other parts. The implication is that eczema 
of the auditory canal is usually a sensitivity to products from bacteria 
which are elsewhere in the body.” He emphasizes that the ““Serobacterins”’ 
differ from all other vaccines made. “The first dose usually given is 
slightly larger in terms of killed bacteria than the last dose of standard 
stock vaccines, and it can be doubled in three or four days! It should 

also be pointed out that large doses of antigen tend to stimulate im- 

munity but small doses may stimulate sensitivity. Therefore, it is not a 

kindness to the patient to give small doses and small increments, nor docs 

benefit result except in a small number of cases.” 

Collins-Williams and Ratner®® describe Baird’s therapy as “plausible,’’ 
but think results should not be expected in cases due to allergy to foods 
or inhalants. (This reviewer notes that Baird seems to think he gets good 
results in about 90 per cent of his cases regardless of whether or not 
they “could be expected.” ) 


URTICARIA 


Baer and Leider’ say “that there is no proof that all or even the ma- 
jority of cases of chronic urticaria are based on allergic mechanisms. . . . 
Twenty per cent are due to or maintained by focal infection (bacterial) 
and infestation (e.g., helminthic). . . . Focal infection even when dis- 
covered is rarely eradicable except in the case of teeth and sometimes the 
tonsils or gall bladder.” (Reviewer’s question: Do the bacteria and 
helminthes work through an allergic mechanism ?) 

Siegal and Bergeron?*! quote from the literature the following authors 
and number of cases of urticaria which they attribute to infection: Bar- 
ber, six cases; Eichenlaub, twenty-four cases; Menagh, 48.8 per cent of 
129 cases; Finke and Gay, 30 per cent of 170 cases; Hopkins and Kesten, 
fourteen cases out of 200; Stokes et al, 43 per cent (causal connection not 
proven) ; Leriche, two cases due to acute appendicitis ; Winkenwerder, one 
case due to urinary infection; Hansen-Pruss, eleven cases; Bivings, 
twenty-two cases. Siegal and Bergeron in their own series of 115 cases of 
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urticaria and angioedema considered acute infections, mostly respiratory 

in nature, to be either etiologic or contributory in twelve cases. A cause- 

__and-effect relationship was not proven in any of these patients. They 

a three possible mechanisms by which infections might produce 

urticaria and angioedema: (1) Antigen-antibody reaction, (2) a non- 

specific release of histamine or other substances brought about by the in- 

_ fection, and (3) increased permeability of the bowel due to acute gastro- 

enteritis, allowing unaltered proteins or other substances to enter the 
body. 

Grove!*! considers the causes of urticaria, angioneurotic edema and 
eczema to be similar to those of vasomotor rhinitis, namely, (1) allergen 
demonstrated by skin tests or history, (2) an infection, or (3) a com- 
bination of both. Conservative treatment of this group with stock or 
autogenous vaccines helps many patients, but surgical procedures are 
often necessary. Rostenberg and Harris*!* think urticaria may be either 

allergic or nonallergic, acute urticaria being usually from exogenous 

- sources and the chronic form from endogenous. When the acute condi- 
tion is from endogenous substances, they are generally materials from 
microorganisms, 

According to Sheldon et al*** urticaria may be due to drug allergy, food 
allergy, infections, psychic factors, and rarely inhalants. The infections 
_ include parasites of the gastrointestinal tract. “Evidence of infection 
of should be sought particularly in such sites as the tonsils, teeth, sinuses, 

gall bladder, pelvis, prostate, and urinary tract. The inclusion of 
a care eful review of systems in the initial history and a complete general 
physical examination are the best means of discovering such a lesion. The 
mechanisms by which infection may cause urticaria are not clearly defined, 
there being much debate among clinicians interested in this problem con- 
cerning theories designed to explain such relationships. There also is 
considerable variability in the frequency with which different workers 
ascribe urticaria to infection, these differences in opinion being under- 
scored by a recent symposium on this subject.” 


Dutton” reports: 


For some time now, the patients with urticaria whom we have seen are highly 
selected. The selected group includes those in whom simple trial diets and perhaps 
skin testing have been of no avail, those in whom symptoms have persisted for a 
number of months and sometimes years, and those in whom the antihistaminic drugs 

have been without benefit. In my opinion, based upon my experience with this 
group of cases, the most common etiologic factor is infection. Almost all of these 
patients will present some other definite evidence of low-grade, chronic inflam- 
matory reaction. This is especially true if blood count, sedimentation rate and 
Weltman coagulation tests are made. 


ERYTHEMA NODOSUM 


McIntosh™ lists a variety of infections with which erythema nodosum 
may be associated. There is apparently a causal relationship. He dis- 
cusses forty-three children’s cases, many of whom showed skin sensitivity 
to Beta-hemolytic streptococcus, and suggests hypersensitivity—often to 
Beta-hemolytic streptococcus—as the relationship. Sonck**? thinks ery- 
thema nodosum is usually an allergic “id” reaction. Noojin and Calla- 
_way?®° suggest erythema multiforme and erythema nodosum are often ac- 

- companied by evidences of focal infection—usually streptococcal. Their 
_ treatment includes vaccine (for desensitization). Roddy*”* thinks erythema 
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nodosum is usually due to a nonspecific sensitization factor ‘dled: io 
tuberculoprotein, nucleoprotein of the hemolytic streptococcus, coccidioidin, 
sulfonamide molecule, diphtheria toxoid, and possibly to the Frei antigen. 
Bergstrand** notes that erythema nodosum resembles the anaphylactic 
changes in experimental animals and patients with allergic diseases. He 
therefore thinks that whether the source of the allergen is tubercle or 
streptococcus it is something from the bacterial body. Considering fifty 
cases of erythema nodosum, Wasserman and Yules?** conclude it is a 
disease of hypersensitivity often related to infectious and chemical agents. 


ECZEMA 

As early as 1944 Torok?" discussed bacterial sensitization in eczema. 
mentioning that certain unnamed authors in 1894 and 1897 had suggested 
that pyogenic microorganisms caused or at least affected eczema. He 
mentions various writers who had reported on allergic hypersensitivity 
toward pyogenic cocci including the following: 

Another who made intracutaneous inoculations with autovaccine obtained positive 
results in 84 per cent of cases. Among 133 unselected cases of eczema observed by 
one author, seventy-eight gave a positive reaction to intracutaneous injection of a 
streptococcus vaccine. In many cases of different types of eczema another was able 
to demonstrate large number of pyogenic microorganisms, and these patients were 
frequently extremely sensitive to staphylococcus extract and staphylococcus toxin. 
He was of the opinion that sensitization to pyogenic cocci is a frequent cause of 
inflammation of the skin. 

After reciting various observations about atopic dermatitis, Hill’ 
gests that “these facts make one strongly suspect that the urticarial-type 
skin sensitivity is not enough by itself to produce dermatitis, and that 
some additional immunological situation in the skin is necessary, a situa- 
tion which one might call the ‘X-factor’.” Later in the same article he 
says, “I have gradually come to the belief in the last few years that bac- 
terial sensitization, usually from a focus in the nose or throat, and low- 
grade infection of the skin, without pustulation, are of paramount im- 
portance in perhaps the majority of these babies.” Later he says, “I look 
upon atopic erythroderma as a combination of seborrheic dermatitis, atopic 
dermatitis, and infection.” 

“Tf this is true, efforts should be made to get rid of any focal infection 
and to keep down or eradicate whatever bacteria are growing in or upon 
the skin.” 

(Reviewer's comment: Hill does not seem to have considered the pos- 
sibility that a “changed capacity to react” to bacteria and their products 
might be both the “X-factor” and the explanation of the problem he 
describes in his conclusion when he says: “Until there is some method 
of abolishing the peculiar immunology of atopic persons, there can never 
be a really satisfactory way of dealing with them... If they could be 
dealt with in such a way that they would revert to their previous status 
and make normal gamma globulin again, their troubles would be over.” ) 

Andersen and Heilsen® examined over seventy patients with eczema by 
bacteriologic methods ; 93.7 per cent had coagulase-positive staphylococci 
(healthy individuals rarely have over Z5 per cent). Bacterial patch tests 
were done by a method similar to that used by Storck.*°* Positive reac- 
tions were obtained in about 68 per cent. Forty-seven per cent of those 
reated with penicillin injections obtained good results, 33 per cent being 
permanently cured. 
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Concerning nummular eczema, Hill?** says: “The cause is unknown 
although there is some evidence to indicate that a partial cause may in 
some cases be a low-grade infection with staphylococcus plus sensitization 
to the infecting organism.” 

Baer and Leider™ in a review of progress in dermatologic allergy speak 
of “eczematous and other lesions that result as a secondary manifestation 
appearing in allergic tissue and produced by ordinarily pyogenic organisms, 
particularly staphylococci and streptococci and/or their products emanat- 
ing from a remote focus... . Proof usually consists in demonstrating 
the presence of microorganisms on culture in sites that have reputations 
as foci of infection and the clinical disappearance or remission of the 
eruption upon eradication of the focus of infection or upon specific de- 
sensitization to the particular microorganisms. . . . It certainly appears 
possible that the eczematous sensitivity to the microorganisms could be a 
primary and perhaps more often a secondary factor in the production and 
maintenance of some eczematous lesions.” 

Stokes**® has been making observations on what he calls the virus- 
pyogen sequence, and nickel-pyogen sequence,’ concerning eczemas and 
psoriasis, pointing out that these conditions frequently flare up with an 
upper respiratory infection, He describes the stopping of virus-pyogen 
flares of psoriasis in two cases with terramycin.”' He says: “There 
seems to us good reason to recognize the existence of an infection-acti- 
vated mechanism in the inflammatory dermatoses, particularly the pyococ- 
cic group in which not a drug but another infection, and particularly a 
virus infection, acts as the activator or sensitizer.” 

Storck,”** after extremely extensive and detailed studies by means of 
autogenous bacterial cultures and skin tests on patients with eczema and 
on normal persons, shows that there was usually a specific hypersensitivity 
of the skin of the eczema patient to products of bacteria from his own 
body, and suggests it might prove possible to hyposensitize or immunize 
such a patient. 

Hopkins and Burky*** describe eruptions caused by pyogen sensitization. 
Gordon’ suggests that infantile eczema is a bacterial infection and a 
bacterial sensitization. Studies by Rostenberg et al*!* neither support nor 
controvert the possibility of bacteriologic etiology of atopic dermatitis. 
Mentioning their article, Baer and Leider™! comment: “But they do not 
contradict the clinical evidence seen every day, that nonfebrile uppet 
respiratory infections cause flare-ups of atopic dermatitis, probably on a 
nonspecific basis.” 

In a special article on allergic dermatitis, Epstein®’ states: “The im- 
portance of secondary infection and of bacterial sensitization in atopic 
dermatitis is still a matter of controversy. ... In spite of the absence of 
invasive pyogenic infection, it seems to me that secondary infection and 
especially infectious sensitization plays a very great part in atopic derma- 
titis of older children and adults.” 

Brain*? writes: “It is very likely that ... foci of infection, such as in 
the teeth, tonsils, or sinuses, and all varieties of skin infection or injury 
may provide allergens causing secondary eczemas, which are usually sym- 
metrical and mostly affect the hands, arms, or legs, before involving the 
face, neck or trunk.” According to Rajka,?°° coccigenic eczema and 
coccids are probably allergic. Epstein** says that in discussing manage- 
ment of recurrent vesiculopustular eruptions of the hands and feet Car- 
penter advances the theory that “in many patients bacterial allergens may 
vesiculopustular eruptions in areas of skin which previ- 
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ously had been infected by, or sensitized to, fungi.” Carpenter recom- 
mends for these cases vaccines that contain both fungous and bacterial 
antigens. Epstein himself suggests that “the role of bacterial factors is 
also supported by the sometimes beneficial effect of penicillin or other 
antibiotics in what appears to be contact dermatitis.” 

Norrlind'*! skin tested 100 patients with atopic dermatitis with bac- 
terial allergens and obtained the following results: Of thirty-nine with a 
history of flare-ups following acute respiratory infection, thirty-seven 
showed positive skin reactions, in contrast to only seven positive reactions 
out of fifty-eight who had not observed such flare-ups. He observed 
flares following injection of bacterial allergen in two cases, and almost 
complete freedom from symptoms in two cases after removal of foci of 
infection. 

Discussing dermatitis of the external auditory canal, Epstein and 
Macaulay®* say: “Infection and infectious bacterial eczemas are rather 
frequent, although they may also be superimposed on other forms of 
eczemas, especially seborrheic dermatitis and localized atopic dermatitis 
of the ears. ... Pruritus of the anus and vulva is a symptom. Perhaps 
no other eczema, except eczema of the hands, is due more to multiple 
causation and a variety of factors, than this condition. . . . Atopic 
dermatitis, contact dermatitis, fungous infections and bacterial eczemas and 
their combinations, together w ith additional factors, may be responsible.” 
Samitz and Albom?’ report: “Six cases of primary pyogen sensitization 
were studied. . .. Pyogen sensitization was seen as a secondary diagnosis 
in cases of primary irritancy, trichophytids, food allergy, and epidermal 
sensitization, Pyogen sensitization has been an outstanding factor in 
perpetuating an eruption of the hands beyond its usual duration. It has 
appeared to be the trigger factor necessary to maintain an eruption into 
chronicity. All these cases were highly sensitive to staphylococcus toxoid. 
Bacteriostatic and bacteriocidal agents were used locally and desensitiza- 
tion was carried out with staphylococcus ambotoxoid.” 

After considering 178 cases of nummular eczema and 422 of other skin 
disorders, Fowle and Rice? consider the causes of nummular eczema to be 
probably nutritional deficiencies, allergy to staphylococci, and staphy- 
lococci in the affected areas. Excess doses of staphylococcus vaccine plus 
toxoid caused some exacerbations of nummular eczema. “It is our belief 
that the plaques of nummular eczema represent islands of sensitized skin 
which are due most frequently to an allergy to the endotoxins of the 
staphylococcus, sometimes to streptococci and less frequently to food 
proteins.” 

Baer and Leider’ state: “In the recent past there has been rekindled 
interest in the allergy of infection, particularly as represented by the 
disease processes of syphilis and tuberculosis. The concept of the ‘id’ 
and the explanation of some effects of infectious diseases by autosensitiza- 
tion to injured body-own tissue have received considerable attention.” 
They discuss the meaning of the suffix “id.” This reviewer gathers that 
in their opinion it is very similar to the Chinese suffix “tze” which has 
often been translated as “the son of” or “resulting from.” Epstein®® says, 
“the word ‘allergid’ is used as an over-all term for the so-called ‘ids’ or 
id-like eruptions, regardless whether they are caused by microorganisms or 
their products (microbids) or by chemicals or by a combination of the 
two. It is generally assumed that these allergids are an expression of 
generalized allergy to the causative microbic or chemical antigen. That 
such a mechanism is a factor, perhaps the main factor, in the causation 
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of allergids, there can be little doubt. . . . Microbic sensitization seems 
likely as a factor in psoriasis, and the term ‘leukemid’ suggests the as- 
sumption of sensitization phenomena in lymphoblastomas.” Waldbott**? 
says: “In dermatitis with a secondary infection, further difficulties arise 
from what is considered an allergic response to the infecting agent, 
generally known as ‘id’ reaction. These lesions resemble a contact derma- 
titis, being eczematous in character. They appear distant from the in- 
fected area. They do not harbor the exciting organism and, unlike the 
original lesion, they do not readily respond to antibiotic therapy. In fact, 
they are most refractory to any treatment.” Mullins and Wilson’” write. 
“The failure in the case of pustular bacterid was anticipated, as this 
particular eruption is thought to be on a bacterial sensitization basis.” 
Schwartz*** says “bacterial infections may cause bacterids and fungous 
infections may cause phytids, but such conditions are secondary to the 
primary infections.” In a number of patients giving histories or showing 
cutaneous manifestations of an underlying bacterial allergy, Carpenter and 
Gorsuch*! observed reactions which included aggravation of existing skin 
eruptions following ingestion of sulfonamides. They suggest the pos- 
sibility that this may be due to a too rapid liberation of bacterial toxins or 
other bacterial products to which the individual was sensitive. Heinlein, 
Carpenter, and Duffy’*® referring to the previous reports by Carpenter 
and Gorsuch report similar reactions with flaring of existing bacterids 
within the first few days and some within a few hours following ad- 
ministration of penicillin, usually when the dosage was increased. They 
give reasons for considering that these reactions were not on the basis 
of special toxicity of the drug, impurities in the drug, or drug sensitivity, 
and summarize their work as follows: “Ten cases of reactions to peni- 
cillin have been observed in patients with bacterial allergic dermatoses. . . . 
It is our opinion that in many skin eruptions of a bacterial allergic origin, 
vigorous treatment with penicillin or sulfonamides may cause temporary 
acute exacerbations accompanied by systemic reactions due to the rapid 
liberation of toxins from the focus.” Baird’*!* reports that his large 
dosage treatment with bacterial antigen plus antibody “seems to be almost 
specific for pustular bacterids (pustular psoriasis). Twenty consecutive 
and unselected cases have all been cured, some very promptly and some 
with no local treatment. Two of the twenty had some concurrent 
psoriasis.” 


PSORIASIS 


Norrlind’*? tested human serum for agglutination against streptococci 
and showed that 54.5 per cent of sixty-six psoriatic patients showed posi- 
tive reactions whereas only 7.35 per cent of sixty-eight persons who had 
no psoriasis gave positive reactions. He considered that “the positive 
agglutination reactions in the psoriatic patients were in some way con- 
nected with psoriasis. . . . Since one hears now and then of patients 
getting eruptions in connection with throat or bronchial infections, the 
author came to the conclusion that infections outside the skin might pro- 
voke psoriasis in patients having a predisposition to this disease by bac- 
teriologic products from such infections striking the skin itself.’ Later, 
in seven out of twelve patients with psoriasis, he'®* found there were more 
or less distinct connections between skin disease and infective disease 
principally in the respiratory tract. The author considers it is probable 
that infections, for example, of the respiratory tract may promote the 
outbreak of psoriasis. 
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Pederson’®* also noted elevation of antistreptolysin titer in cases of nar 
psoriasis, many preceded by streptococcal infections. McKenna’®® sug- ay 


gests that the cause of psoriasis is unknown but toxic absorption from a pray 
septic focus is quite a likely source and always should be investigated. - 
As already mentioned under eczema, Stokes et al®°°?*! noticed “virus- 
pyogen” flares in cases of psoriasis as well as of eczema, and reports 
reducing or preventing such flares by the use of antibiotics. When he 
found that psoriasis, like rheumatoid arthritis, seems to be related to 
lessened production of steroid hormones, Reiss?°! suggested a bacterial 
cause. He has since stated that the relationship is probably an allergic 
one.?°? Baird?® summarized his treatment of psoriasis as follows: “Twenty 
cases of psoriasis of various duration from three weeks to forty years 
were treated with sensitized vaccine with apparent benefit in all. Four 
patients did not return to receive the complete course, apparently because 
they considered themselves cured. The author interprets these results 
as being consistent with the theory that psoriasis is a bacterial allergy.” 
He has reported further success with this treatment of psoriasis, both 
his own cases and others reported to him personally by other physicians.’® 


RHEUMATIC DISEASES 


As one editor writes :"* “While there is much evidence in the literature 
that allergic mechanisms are responsible for many of the clinical manifes- 
tations of the rheumatic and arthritic diseases, leading rheumatologists 
have been reluctant to accept this concept, particularly as it applied to 
the arthritic diseases.” 

As early as 1928 and 1929 Swift?"** had suggested the possibility 
that rheumatic fever was due to bacterial sensitization, increased by the 
presence of infection. Discussing rheumatic fever, Miale’’* states ‘the 
relationship of streptococci to rheumatic fever has been investigated 
rather thoroughly and there is more agreement than disagreement with 
the belief of Swift and Coburn that rheumatic fever is basically a reac- 
tion to streptococcal infection.” After discussing some differences be- 
_ tween rheumatoid arthritis and rheumatic fever, Criep** says, “and yet 


the question is more apparent than real; that the same antigen may pro- — 
duce a cardiac lesion in one case and an arthritic lesion in another— 2 
much the same as in allergic manifestations the same antigen may pro- >. 
duce asthma in one patient and an atopic dermatitis in another.” ‘a. i 
Kaufman" states: “Bacterial allergies seem to be responsible for cer- a 
tain rheumatic and arthritic syndromes. . . . Occasionally, there is dramatic .— 4 
, relief of rheumatism and arthritis when a focus of infection is surgically Bem 
or medically eradicated. Sometimes desensitization with autogenous or a 
_ stock bacterial vaccine seem to free the patient from rheumatic or arthritic 
discomfort. Perhaps this improvement results from stimulation of the 
patient’s immune mechanism and from the indirect increase of endogenous nt 
corticoid secretions in response to foreign protein.” at 
Swineford et al*®® state “the idea that infection is important in rheu- 5 cae 
matoid arthritis is persistent. The advent of ACTH and cortisone re- Va 
moved the spotlight from the controversial role of infection in rheuma- a : 
toid arthritis. The total evidence is persuasive that occasional cases are * 
greatly benefited by vaccines, and by effective treatment of foci of infec- a)! 
tion. It has been easy to point out that available evidence does not prove ao 
that infection plays an important etiologic role. On the other hand, there = 


has been no real effort to disprove claims of an important role of infection 
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tients ; 
over 900 with polysaccharide and nucleoprotein fractions, and over 1,000 
with bacterial filtrates. There seems to have been no preponderance of 
reaction to any one species or organism. Sixty-four patients were 
treated with mixture of above antigens and only eight showed unequivocal 
improvement. Little or no effect was noticed in the other fifty-six. 
Discussing their findings they very freely state “the etiology of rheuma- 
toid arthritis remains obscure. Lack of proof should not damn the idea 
that infection plays an important role in some cases, since evidence in 
support of it keeps cropping up. Until the etiology is established, any 
suggestive evidence should be entertained until disproved. The emphasis 
on streptococci in this connection has been diluted by the results of the 
skin tests reported here.” The findings of other workers also seem to de- 
emphasize the role of streptococci but these and their own findings sug- 
gest that “at least some rheumatoid arthritis cases are the result of a 
delayed-type of antigen-antibody reaction which may be initiated by a 
variety of antigens.” They conclude “there was no evidence that those 
antigens which elicited even the strongest skin reactions were of etiologic 
significance in any of the cases tested,” and state “it is difficult to recon- 
cile the high incidence of good results reported by Cecil, Crowe, Small 
and Small, Wainwright and others.” (This reviewer suggests that dif- 
ferent antigens, doses, and techniques may explain this.) 

Rittwagen et al?* suggest rheumatic fever may be merely another 
manifestation of an inherited allergic tendency; what is inherited being 
ability to form antibodies and a sensitive shock tissue. Investigating the 
hypothesis that rheumatic fever may be an allergic reaction to hemolytic 
streptococcus type A of Lancefield or its products, these writers studied 
the probability of a higher incidence of allergy in children with rheumatic 
fever compared to nonrheumatic children, using 100 children in each 
group, they found 64 per cent of the rheumatic fever children gave a 
positive history of allergy either in themselves or in their immediate 
families as compared to 18 per cent of the control group. Feinberg®? men- 
tions “the increasing array of clinical and experimental investigations 
in the field of the infectious and degenerative diseases which involve 
the allergic concept. Among these conditions may be mentioned rheumatic 
fever, periarteritis nodosa and pneumonia.” 

In introducing his paper, Kerr'*® states “there is no evidence to indicate 
that the ordinarily mild alpha hemolytic streptococcus is changed from 
its usual characteristics when it becomes the causative organism of bac- 
terial endocarditis. The change in reactivity of the host should be either 
by an alteration of circulating antibodies or a change in fixed tissue 
response. Almost all studies are in agreement that the host possesses 
circulating antibodies in abundance against the alpha hemolytic strepto- 
coccus causing the bacterial endocarditis. We will concern ourselves here 
with a consideration of the change in the fixed tissues of the host.” In 
summary he states: “Students of subacute bacterial endocarditis agree 
upon the existence of an initial change in the endocardium permitting 
bacterial vegetations to localize on the heart’s lining. Several observers 
consider this change to be allergic in nature.” A study in twenty-four 
patients of the titer of the circulating immune substance (antistreptolysin 
QO) did not demonstrate elevations. Kerr considers there was, therefore, 
no indication of recent rheumatic fever. 

Grey and Long"’® report: “When a group of these animals was treated 
with twenty-one daily injections of streptococcal toxin, a threefold in- 
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ene in tuberculin sensitivity resulted. This enhancing effect of strepto- 
coccal toxin could be prevented by heating the toxin prior to its injection 
or by pretreating the animals with scarlatinal antitoxin before toxin 
administration. . . . Treatment with toxins derived from organisms other 
than hemolytic streptococci failed to increase tuberculin sensitivity.” 
These authors suggest the hypothesis that “the hemolytic streptococcus 
initiates rheumatic fever by establishing a low-grade focus of infection 
associated with hypersensitivity of the tuberculin type to streptococcal 
allergens, that mesenchymal cells already damaged by streptococcal toxin 
show heightened susceptibility to streptococcal allergens and increased 
resistance to desensitization by naturally produced cortisone.” 

Cavelti produced cardiac changes in rats resembling those of rheumatic 
fever in human beings by giving a series of injections containing killed 
streptococci and emulsions of rat heart or connective tissue. A possible 
pathogenesis: for rheumatic fever is thus suggested by the author. The 
production of specific antibodies, which react with antigen in the con- 
nective tissue, leads him to theorize that rheumatic fever may have a 
similar etiology. More recently he suggests®* streptococcus or its toxin, 
acting on tissue to render it antigenic, could produce rheumatic fever. 

_Mentioning that “Rich agrees with Swift in regarding rheumatic fever 
as a manifestation of allergy to the products of streptococci,” Chobot** 
says bacterial tests are useless, and the only accurate indication of bac- 
terial allergy is reproduction of allergic reaction with an autogenous 
vaccine. Long?® describes evidence of the role of bacteria in rheumatic 
fever. He suggests that hemolytic streptococci cause rheumatic fever 
and. that streptococcal allergens and toxins act synergistically upon 
mesenchymal cells to produce a rheumatic syndrome in susceptible per- 
sons. He thinks the response to streptococcal allergens is the type seen 
with tuberculin rather than that seen in anaphylaxis. Susceptibility to 
rheumatic fever and sensitivity to bacterial allergens seem to amount to 
the same thing. 

Davidson®™ states: “No evidence was obtained from this investigation 
that ear-nose-throat infection occurs more frequently or that foci of 
infection in the upper respiratory tract are present more commonly in 
patients with rheumatoid arthritis than in other comparable members of 
the community.” 

In stating two objections to the theory that rheumatic fever is related 
to tonsillitis and scarlet fever (hemolytic streptococci), Swift?®° points 
out that “many cases of streptococcal infections occur without being 
followed by rheumatic fever,” and adds that this fact “is still a mystery.” 
But he adds: “For the time being we may postulate that there is a ten- 
dency (possibly inherited) in the tissues of certain persons to over- 
react to these streptococcal infections, with the development of manifesta- 
tions recognized as rheumatic fever, and that this tendency is brought 
out and increased by the repeated streptococcal infections they suffer. 

_ Massell?™ states: “During the years that have elapsed since 1931, when 
_ Dr. Alvin Coburn’s monograph on the subject appeared, there has accu- 
mulated overwhelming evidence that the hemolytic streptococcus is 
the precipitating agent of nearly all, if not all, attacks of rheumatic 
fever. In spite of the considerable data that have been collected in 
regard to the streptococcal hypothesis, there is still lack of information 
regarding the role of this organism in the continuation of rheumatic 
fever. It is my personal opinion that once an attack of this disease has 
been initiated by the streptoco cus it may in some instances continue in 
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its active state for many months without the incrimination of further 
streptococcal activity. The mechanisms by which the rheumatic process 
is kept going still need to be explained.” (Reviewer’s comment: Neither 
Davidson, Swift, nor Massell seem to have entertained the idea of a 
sensitivity type reaction to the products of streptococci, a relatively simple 
explanation of all they have observed and not observed.) 


TREATMENT OF RHEUMATIC DISEASES BY BACTERIAL ANTIGENS 


Evidence of the causal role of bacteria in rheumatic diseases and of 
value of treatment based on such evidence is summarized by Blatt.** 


“Rheumatic fever and infectious arthritis are diseases caused by bacterial aller- 
gies. In proof, (a) the blood leukocytes of patients exhibiting the clinical mani- 


_ : festations of these diseases become necrotic in less than eighteen hours in the 
presence of certain, but not all, bacterial filtrates; (b) overdosage during the desensi- 
‘ae tization program produces reactions reproducing the syndromes of the diseases; 


(c) injections of filtrates to which a patient is not sensitive, or of saline solution, 
produce no reactions; (d) the patient’s symptoms disappear following injections 
of the filtrates to which they were found sensitive; (e) after a program of de- 
sensitization, the patient’s leukocytes are no longer sensitive to the original bacterial 
filtrates. . . . A program of desensitization to the bacterial filtrates to which the 
individual is sensitive results in the gradual diminution of symptoms, generally 
one or more interim reactions, and, eventually, in the loss of all symptoms and 
sensitivities. . . . 


Discussing the role of allergy in rheumatoid arthritis, Rockwell*® 
refers to eleven writers who “have felt that rheumatic fever, arthritis, 
and allied diseases are the result of bacterial or other allergies.” He sum- 
marizes his article as follows: “The impairment of capillary circulation 
by a constricted capillary bed is the predominating pathological finding in 
rheumatoid arthritis. This vascular change is due to a vascular allergy, 
toward which treatment has been directed. This has consisted of adminis- 
tering histamine intravenously or a prolonged-acting histamine derivative 
subcutaneously, together with bacterial desensitization and elimination of 
offending foods. The clinical results have been gratifying.” 

As early as 1927, Small and Small’s**’ “studies revealed an extreme 
sensitiveness of the tissues of patients with rheumatic fever to the prod- 
ucts of streptococci. . . . This hypersensitiveness appears to be a feature 
of the rheumatic state, being exhibited also by patients with fibrositis, 
rheumatoid arthritis, and hypertrophic arthritis, as well as by those 
with other forms of rheumatic disease. . . . In our first studies of rheu- 
matic disease, we used a suspension of streptococci which we injected 
subcutaneously. The suspension was soon supplanted by an aqueous 
extract of streptococci (AES). The minute doses of the extract which 
we used in the present study were arrived at gradually.” Elsewhere, 
Small and Small*** suggest that in spite of much evidence that strepto- 
cocci help to cause rheumatic fever it is not yet known how they do this. 
Pus occurs in actual streptococci infection but not in rheumatic fever 
or chorea. Nevertheless, there is a tendency for rheumatic fever to de- 
velop ten to fifteen days after an acute infection with hemolytic strepto- 
cocci, and exacerbations may follow subcutaneous injections of extracts 
of nonhemolytic streptococci. This suggests that inflammation of rheu- 
matic fever may be an allergic phenomenon. Effective methods of com- 
bating rheumatic fever resemble treatment of allergic diseases. For ex- 
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ample: (1) Avoid exposure to streptococcal infections. (2) Lessen the 
amount of antigen by prophylaxis with sulfonamides or antibiotics 
and removal of foci of infection. (3) Reduce tissue sensitiveness with 
salicylates or steroids. (4) Desensitize with properly graduated and 
spaced doses of an extract of streptococci. In another paper Small and 
Small**® present, “our treatment of rheumatoid arthritis by a desensitiz- 
ing technique using subcutaneous injections of an aqueous extract of 
streptococci (AES). This method has been developed over a_ period 
of years. ... This treatment provides a means of controlling rheumatoid 
arthritis to the extent that uninterrupted employment over long periods 
is possible. There are no contraindications. . . . A method of reversing 
the course of rheumatoid arthritis and of controlling it over long periods 
of time with a minimal amount of treatment is presented.” Previously, 
Small and Small?** had discussed theoretical considerations: “Antibodies, 
especially globulins, may be labile or fixed in the tissue. This distribution 
of humoral and cellular antibodies varies with animal species and type of 
antibody. .. . A method of desensitizing patients who present rheumatic 
disease and are hypersensitive to streptococcal antigens has been devel- 
oped,” based on the idea rheumatic diseases are producd as a hyper- 
sensitive phenomenon in tissues of mesodermal origin. Bacteria injected 
may stimulate antibody approximately 600 times that required to aggluti- 
nate injected bacteria. They suggest there may be variable ratios between 
antigen and antibody quantitatively ; e.g., small doses of antigen may pro- 
vide concentration with antibody in the body which are highly irritating 
to the tissues while larger doses yield combinations which are less irritat- 
ing or nonirritating. Hence, bacterial allergy may be due to a focus of 
infection too small to be regarded of clinical importance. We might 
reduce the ratio by giving enough antigen so combination would be 
less irritating. They apply this theory especially to rheumatoid arthritis, 
having maintained patients with treatment at three- to four-week inter- 
vals for long periods, the record to date being twenty-five years. 

One editor*®® states “in the general population at least 3 per cent of 
untreated streptococcal infections are followed by rheumatic fever.” 
Therefore, certain recommendations were published by request of Coun- 
cil on Rheumatic Fever and Congenital Heart Disease of the American 
Heart Foundation. It is also significant that The American College of 
Allergists has a Standing Committee on Rheumatism and Arthritis. Lit- 
erature concerning rheumatic fever, rheumatoid arthritis, osteoarthritis, 
fibrositis, et cetera, cannot but leave one with the impression that many 
rheumatologists think there is a causal relationship between these diseases 
and bacteria, particularly streptococci. Nevertheless, attempts to demon- 
strate such a connection by statistical methods have ended in failure. 

(Reviewer's comment: Considering the literature just quoted, the aller- 
gist might well say to the rheumatologist what an ancient writer said in an 
entirely different connection, “When thou hearest the sound of a going 
in the tops of the mulberry trees, then thou shalt bestir thyself’) 


MISCELLANEOUS CONDITIONS 


Vascular Allergy and Collagen Diseases —Alexander,* in an editorial, 
wrote: A new era in allergy is coming into being, due to the ‘rediscov- 
ery’ that human hypersensitiveness may be responsible for the symptoms 
of rheumatic fever, acute nephritis, arteritis, and a variety of other clini- 
cal disorders. This has attracted widespread interest which is growing. 
Allergy as applied to such situations has the same validity as it has in 
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hay fever, for the lesions of each are mediated by immune mechanisms.” 
Grorud’”® says: “At the present time, that group of conditions included 
in the term ‘collagen disease’ has an allergic etiologic concept. These 
diseases, characterized by fibrinoid degeneration in the connective tissues, 
include rheumatic fever, rheumatoid arthritis, periarteritis nodosa, dis- 
seminated lupus erythematosus and others. Hypersensitivity to strepto- 
cocci is believed to be essential to their pathogeneses. The same explana- 
tion has been offered in the case of glomerular nephritis.” 

Baehr and Pollack”? suggest that the idea that all diseases involving the 
fibrinoid of connective tissue with consequent vascular changes are based 
on allergy is not necessarily true, but think some are not related to allergy. 
However, they admit that the cause of periarteritis nodosa may be bac- 
terial or other hypersensitivity, whereas rheumatic fever, disseminated 
lupus erythematosus, and diffuse scleroderma are probably not allergic 
diseases. Writing on so-called diffuse collagen diseases—disseminated 
lupus erythematosus, periarteritis nodosum, dermatomyositis, scleroderma, 
and rheumatoid arthritis, and possibly rheumatic fever, glomerulonephri- 
tis, and malignant hypertension—Kampmeier™® says, “there is much 
pathologic and clinical evidence to support the theory that these diseases 
are an expression of hypersensitivity of the connective tissue. Periarteri- 
tis nodosa may be regarded as an explosive, high-grade anaphylactic re- 
sponse,whereas rheumatoid arthritis and scleroderma appear to be low- 
grade chronic allergic reactions.’ _s 


In his general discussion of vascular allergy Miale’™ states: ; 


Since then, we have on the one hand evidence of apparently fundamental differ- 
ences in the various hypersensitive states, especially between the Arthus and the 
tuberculin types, and on the other hand the clinical and experimental evidence 
that vascular necrosis is produced not only by foreign serum, but by drugs and 
bacteria as well, there is much here to be reconciled. . . . The frequent occurrence 
of bacterial infections preceding the onset of visceral angitis suggests that the 
vascular reaction can occur either as a result of ‘preparation’ of the blood vessels 
by bacteria or their products followed by a second precipitating reaction, or that 
the bacterial reaction may act as the ‘provocative’ agent on vessels previously 
sensitized either to the same or to other bacteria, or to other even less related 
agents. The extremely severe exacerbations in the course of an acute lupus 
erythematosus which is often seen if one attempts to eradicate a focus of infection 
may thus be considered a true Sanarelli-Shwarzman phenomenon due to the sud- 
den liberation of bacteria and/or bacterial products. . . . Some are reluctant to 
concede that the foci of infection are important in lupus erythematosus because of 
the failure of chemotherapy or antibiotic therapy to alter the course. But if our 
concept is correct, this is exactly as expected, for even if all the organisms should 
be killed, this would not affect the established sensitivity of the blood vessels. 
Bacteria and other substances may act either as the sensitizing or provocative 
agent, and in the latter case the dosage would certainly determine the severity of 
the reaction. 


Cavelti®* writes concerning the nature of the inciting stimulus lead- 
ing to antigenicity of autogenous tissue substances and thus to auto- 
antibody production. 


Clinically, in acute glomerulonephritis the connection with a preceding strepto- 
coccal infection is well established and the experimental findings cited would sug- 
gest that the streptococcus or its toxins may act upon renal substance, particularly 
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of the glomeruli, in such a way as to render it antigenic. In view of the apparent 


close relationship of the glomerulus antigen with substances of vascular structures 
in general, such action of streptococcal products on vascular tissues anywhere 
in the body might suffice. A similar role could be attributed to streptococci in 
rheumatic fever, where an effect inducing antigenicity to components of connective 
tissue would be suggested. 


Swift?®® says “the concept of lupus erythematosus as an immunologic 
disease is gaining in popularity,” and reports two more cases of lupus 
erythematosus with circulating anticoagulants. He theorizes that some 
cases show autoantibodies which cause hemolysis of red blood cells. 
Others develop thrombocytopenia, releasing thromboplastin from the 
destroyed platelets. The antibodies are produced against this substance. 

Tobias*"! says the cause of acute systemic lupus erythematosus is un- 
known but mentions that one of the three theories which have been 
advanced is “generalized bacterial allergy.” 

Criep and Mayer® write: 

Vascular reaction, as is well known, represents the fundamental response to 
sensitization as indicated by the work of many investigators, as well as by the 
post-mortem findings in asthmatic patients with polyvalent sensitization to bacteria. 
. . . Brody and Smith described widespread pathologic lesions in many organs of 
patients dying from scarlet fever. These changes were thought by the authors to 
be due to toxemia. On careful analysis of the description of the lesions, it is found 
that they are strikingly similar to those obtained and interpreted by Rich and 
Gregory and by us as allergic reactions to streptococcus toxin. Furthermore, peri- 
arteritis nodosa, which is certainly often associated with allergy, has been found 
in cases of scarlet fever. Repeated reference has been made to it as a disease 
of hypersensitiveness. . . . The work of previous investigators has suggested that 
sensitization to bacterial products may play an etiological role in the development 
of clinical collagen diseases. . . . Our experiments with streptococcus toxin sensi- 
tization confirm the work of Robinson, but, in addition, they show that this material 
may also produce the widespread lesions of collagenous disease in the rabbit... . 
There has been a great deal of speculation as to the possible etiological role played 
by bacterial allergy in the production of collagen disease. While scarlet fever is 
not usually included in collagen disease, there is reference in the literature to 
the development of periarteritis nodosa following this disease. Rheumatic fever, 
which is considered by some to be a manifestation of collagen disease, may occur 
as a result of sensitization to the streptococcus, and lupus erythematosus dissemi- 
natus has been reported due to the Dick toxin. Moreover, it has been shown that 
patients previously sensitized to the streptococcus or to its toxin and later im- 
munized with Dick toxin exhibited, according to the authors, manifestations of 
sensitization, as joint pain, rheumatic heart disease, and erythema nodosum. 


McLetchie™ says : 

The evidence, both clinical and experimental, is approaching completion that 
polyarteritis nodosa is an allergic reaction. Foreign serum, drugs and bacteria have 
all been implicated.” 


In discussion of the paper on experimental collagen diseases by Criep 
and Mayer, Harkavy’*® states: “The concept that fibrinoid collagen and 
degeneration is an allergic tissue reaction stems from the experimental 
studies of Gerlach (1923) and Klinge (1929), as well as the conclusions 
of Gruber (1925) to the effect that the vascular necrosis of periarteritis 
nodosa was a manifestation of hyperergic inflammation following bacterial 
sensitization.” While admitting the experiments of Robinson and Criep 
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and Mayer may be examples of sensitization, he suggests that we seuss 
keep an open mind concerning the possibility that the experiments repre- 
sent a direct action by toxins or enzymes. 

Ayvazian and Badger* suggest that bacteria and bacterial products, 
especially streptococcus, may have a causal role in lupus erythematosus 
disseminatus. They say others have suggested this condition is due to 
an “id” type reaction involving photosensitivity and bacterial allergy. 

After discussing periarteritis nodosa and quoting from six papers 
suggesting it may be related to hypersensitiveness, Criep® .concludes: 
“It would seem, therefore, that bacterial allergy, drug sensitivity, injection 
of foreign sera, and sensitization to parasites, may be etiologic factors 
in the development of periarteritis nodosa.” In quoting various writers 
who have indicated the probability that periarteritis nodosa is a hyper- 
sensitivity reaction, Miale’™* includes a number who have suggested that 
it is at least sometimes related to bacteria, especially streptococci. He 
mentions one series of studies by Harkavy in which he considers there 
was “conclusive demonstration of bacterial hypersensitivity in these cases.” 
(This reviewer has not found this reference.) 

Harkavy’** reports four cases of vascular allergy very thoroughly. 
Two seemed due to penicillin hypersensitiveness, the third to allergy to 
sulfadiazine and bacterial infection, and the fourth to allergy to bacterial 
infection alone. 


Eye Disorders——Berens et al*! say “the role of allergy as a possible 
predisposing factor in (glaucoma), although receiving scant mention in 
the literature, seemed worthy of consideration. Previous reports have 
dealt with the probable role of bacterial allergy, especially of the upper 
respiratory tract, in the etiology of chronic simple glaucoma.” 

Weille and Vang write :*** “Briefly, there seems to be no doubt that 
certain eye tissues, particularly the uveal tract, are capable of being sensi- 
tized by bacterial infection and reacting as a shock organ” on further 
exposure to the specific organism. This mechanism of action of a focus 
of infection seems more probable than the others which have been men- 
tioned. 


209 


Multiple Sclerosis—Concerning multiple sclerosis Rosenow?’® says 
“evidence for the possible etiologic relationship of alpha streptococci iso- 
lated chiefly from nasopharynx, tonsils and teeth was sought by appropri- 
ate inoculation of animals,” and various tests with sera. His conclusion 
is “the evidence adduced indicates that fatalities in the experimental and 
naturally occurring disease, in the absence of living streptococci, may be 
due to the formation of a streptococcic neurotoxin having predilection for 
vital nerve centers, and to which vital centers become allergic, and perhaps 
to the formation of an autogenous sensitizing streptococcal-nerve-tissue 
complex which may function in a manner similar to the wholly foreign 
adjuvant-nerve-tissue complexes used successfully by others in the pro- 
duction of ‘allergic’ encephalomyelitis.” 

Jonez*' considered that “attacks of sinusitis and rhinitis undoubtedly 
play a major role in some way in bringing on exacerbations and intensify- 
ing symptoms” in the case of multiple sclerosis, and he made use of res- 
piratory vaccine to overcome such attacks. 


Glomerulone phritis—Miale'™* discusses the work of a number of 
writers concerning the role of kidney antibodies in the production of 
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glomerulonephritis. In particular he mentions that Cavelti showed by 
animal experimentation that some bacterial preparation such as killed 
streptococci or staphyloccus toxin must be mixed with the homologous 
tissue to stimulate the production of specific autoantibodies. 


Ulcerative Colitis—Rowe and Rowe?" discuss chronic ulcerative colitis 
as being an eczematous-like reaction based on atopic allergy, usually to 
foods and probably sometimes to inhalants or drugs. As has been usual 
with their work, they have seen no evidence of bacterial allergy, but 
admit that secondary infection may occur and should be treated when 
present. 


Miscellaneous Conditions.—Gairdner™! favors the idea that the Schon- 
lein-Henoch syndrome, acute nephritis, rheumatic fever, and polyarteritis 
nodosa, are similar diseases; the common cause being antigen-antibody 
reaction occurring chiefly in the endothelium of blood vessels. While 
proteins from other organisms and nonbacterial sources may be con- 
cerned, he thinks the antigen is usually from hemolytic streptococcus. 
Many of those with the S-H syndrome harbor hemolytic streptococci in 
their throats, and exacerbations often follow upper respiratory infections 
with streptococci. Probably capillaries are involved in S-H syndrome 
and arteries in polyarteritis nodosa. Askroyd? considers infection may 
cause true purpura, a manifestation of bacterial allergy probably due 
to streptococcus. This cannot be proven in an individual case but he 
thinks there is presumptive evidence. 

After studying blood agglutinins and noticing the reactions following 
small doses of coli bacillus vaccine, Szilard, Rauss and Szabo*®* consider 
they have thrown new light on the nature of chronic cholecystitis, which 
they think is a disease of focal origin. 

According to McKay and Wahle,’® postmortem examination of a 
number of patients dying from infantile diarrhea demonstrated areas re- 
sembling generalized Shwartzman type reaction. They think this reaction 
was probably produced by materials either from specific microorganisms 
from ordinary intestinal bacteria, or from by-products of intestinal 
necrosis which gained entrance into the damaged intestinal mucosa fre- 
quently enough to sensitize the areas concerned. 

According to Brown,** infection, especially of upper respiratory tract, 
is probably the most immediate cause of juvenile diabetes. The interval 
between infection and the onset of diabetes is often ten to thirty days. 
He suggests this may be due to toxic effect on the Islands of Langerhans, 
and apparently does not consider possibility of allergic reaction. On the 
other hand, Sulzberger®®® writes: “If the highly differentiated epidermal 
cell can be specifically sensitized, then there is no reason why the cell of 
the islet of the pancreas should not become a shock tissue, its reactions 
leading to some forms of diabetes; nor any reason why particular nerve 
or brain cells, circulating blood cells or marrow cells should not become 
shock organs, and their allergic reactions lead to psychic and nervous dis- 
eases, leukemias, anemias, or agranulocytosis.” 

Givner’'® in discussing scleritis says: ‘The more common cause is al- 
lergy to some infection, such as that which develops in the teeth, tonsils, 
or other structures of the body, including even the pelvic organs.” 

Sanfilippo*"* writes: “One must not lose sight of the fact that phlebitis 
develops often on the basis of bacterial allergy, and that pathological con- 
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BRUCELLOSIS 


There has been interest in the importance of allergy in brucellosis. Mar- 
 torelli?”° found some cases where the only clinical manifestation of al- 
_lergy attributable to brucellosis was pruritus. He urged that a strict 
_ standardized intradermal test for brucellar hypersensitivity is needed. On 


the other hand, Griggs'® writes: 


Less well known is the fact that extreme sensitization to substances of Brucella — 
organisms occurs very readily in brucellosis (undulant fever) and that this sen- 
sitization is a common cause of chronic illness. At least 10 per cent of the general 
population has become sensitized to Brucella, as determined by skin-testing sur- 

- -veys.... Certainly our experience enables us to agree that hyposensitizing patients _ 


with chronic brucellosis by means of dilute Brucella vaccine brings about more im- _ 


provement of all their symptoms than can be expected from any other therapy... . 
The clinical picture in many cases of chronic brucellosis suggests that hypersen- 
sitive reactions do take place in many tissues of the body where active infection 
cannot objectively be proved.’””’ Among his conclusions he states: “There are strong 
suggestions that much of so-called chronic brucellosis is more accurately conceived 
as an intrinsic brucellar hypersensitiveness rather than as an active propagation or 
progressive invasion of living Brucella organisms. . . . Hyposensitization brings 
about improvement in chronic brucellosis and in the symptoms of hypersensitiveness — 
associated with this condition. There are, however, some patients with such severe 
degree of hypersensitization to Brucella vaccine that no dose has yet been found 
small enough which they can tolerate well. This fact requires further study, both 
theoretically and practically. “+ 
& 
ALLERGY TO BACTERIAL PRODUCTS IN CHILDREN - & 


Hill'** mentions babies with atopic erythroderma in these terms. ‘“AI- 
lergy possesses them; they are saturated with it. They are the most al- 


lergic of all persons.” He thinks bacterial sensitization is of paramount 
importance, and concerning atopic dermatitis in general he reaffirms his — 
statement of fifteen years ago. “To talk about infantile eczema is easy 
and always pleasant; to cure the patient is quite another matter, and I 
have seen nothing in the literature, including my own contributions, which 
leads me to believe that anyone understands it, or that there is any 
method of treatment, dietetic or otherwise, that is consistently and en- 
tirely satisfactory.” 

Cooke*! expresses the opinion that: “A clinical history of an acute in- 
fection, especially measles, pneumonia, influenza, or bronchitis, as the 
precursor of an allergy, is obtained too frequently to be overlooked or to — 
be rejected as of no moment.” Chobot** considers infection to be the most — 
important single cause of asthma in children, often along with inhalant — 
allergy. “Allergic therapy, in my opinion, has been greatly hampered by 
the reluctance of many to acknowledge the theory of infective allergy. 
Indeed, allergists other than Cooke and his followers still fail to regard 
foci of infection as specific etiologic factors.” 


Feingold®* writes : 
These cases serve to illustrate that severity of the infection is not the influencing — 
factor. With the acute infectious process, regardless of the intensity of the infec- 
tion, allergy will improve, while in the upper respiratory infections allergy is ag- 
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pone at the peak of the infection. Here again, severity of the infection is not 
the determining factor. This would seem to indicate that the nature of the infec- 
tion is the influencing factor rather than degree of infection. The contention that 
fever is the determining factor when allergy improves during the course of an 
acute infectious process can be disclaimed by the same argument. ... The ag- 
gravation of the allergic state by an infectious process as evidenced by the onset 
of the first attack of asthma is well recorded in the literature. Practically every 
modern text on either pediatrics or allergy cites the infectious processes as pre- 
cursors in the onset of asthma and emphasizes the frequency of pertussis as an 
exciting agent... .. The most frequent focus of chronic infection in the child is in 
the upper respiratory tract. In this group of children, it is a common error for 
the clinician to direct his attention toward clearing the infection without specific 
management for the allergy. This practice occurs quite frequently because following 
the removal of the foci of infection the condition of the child may improve so 
markedly that he is not only free from complaints of infection but the symptoms 
of allergy may clear up. It is quite important, however, that this group of chil- 
dren, especially those who have had a tonsillectomy or adenoidectomy, should re- 
ceive immediate, intensive, and intelligent management for their allergy. 


92 


Elsewhere, Feingold®? says: “Any consideration of the role of infec- 
tion in the allergic child immediately raises the problem of bacterial sen- 
sitivity. Current observations in immunology demonstrate that either bac- 
teria or bacterial products may produce tissue hypersensitivity with en- 
suing tissue changes which in most instances differ qualitatively from the 
pathology associated with non-bacterial hypersensitivity.” 


Out of six replies’’® to the question: “Is bacterial sensitization asso- 
ciated with common colds a frequent cause of asthma in children?”, four 
answered in the affirmative, one negative, and one affirmative without 
evidence. “ret Ratner believes that “at times an infection may be present 
which is uot allergic in character. At other times in asthma the attack 
may be caused by bacterial allergy.” F. L. Rosen: “A study of the litera- 
ture of the past ten years reveals an increase in the number of allergists 
who believe that infection is a frequent cause of asthma in childhood and 
a decrease in the number who believe that atopy is the most important 
cause.” I. S. Kahn: “In my opinion, asthma due to bacterial sensitiza- 
tion per se does not exist.” R. Chobot: “Bacterial allergy is of the great- 
est importance in these children and may simulate any allergic syndrome.” 
James Holman: “I believe that there is no definite evidence of true bac- 
terial asthma unless one will accept the rare occurrence of asthma from a 
dose of vaccine.” Jerome Glaser: “I agree .. . that bacterial infection is 
an important and common cause of asthma in children. Just how com- 
mon, and whether the infection is of primary or secondary importance, 
and how acceptable the evidence that bacteria alone may cause asthma, are, 
however, in the light of our present knowledge, matters of opinion rather 
than of proof.” 


Stevens and Gordon**? discuss children who have recurrent respiratory 
infections which are often not in the course of epidemics and not trans- 
mitted to normal close contacts. They seem to feel these conditions were 
largely based on the fact that the patients were allergic or potentially al- 
lergic. Inoculations with bacterial filtrates greatly reduced frequency and 
severity of the “colds” in twenty children of this type for whom satis- 
factory data were obtained. They state that “the amount of circulating 
antitoxin evidently had little to do with the therapeutic results. On the 
other hand, acquisition of tolerance to filtrates has been cits 
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Whether this tolerance was the result of hyposensitization or of im- 
munization has not been determined.” Some of their observations sug- 
gest the results are due to immunity to bacterial nucleoproteins rather 
than to hyposensitization. (Reviewer's comment: Some would consider 
these to be identical.) 

One of the four reasons given by Ehrlich et al** for considering status 
asthmaticus is more difficult to treat in infancy and childhood than in 
adults is: ‘We are of the opinion, along with others, that infection is one 
of the most important causes of asthma in infants and children. ... In- 
fection also assumes great significance because of its complicating role in 
status asthmaticus. Infants and children, unlike adults, are unable to 
localize their infection. Hence, systemic manifestations of infection are 
the rule, rather than the exception. Furthermore, bacteria ordinarily con- 
sidered nonpathogenic in adults are frequently pathogenic in children.” 

Rackemann and Edwards’ consider it is possible “that the factor of 
allergy is not always important.” However, “In spite of the difficulties 
with the diagnosis of ‘bacterial asthma,’ it is possible that an allergy to 
infection, caused by bacteria or viruses, may really exist to produce re- 
actions of the immediate urticarial type in patients who have the capacity 
to develop sensitiveness. ... In 18 per cent (of 499 children with asthma ) 
the history indicates trouble from head colds alone, and when the skin 
tests in these cases are negative the diagnosis of ‘bacterial allergy’ seems 
indicated even though it is hard to prove. The term ‘bacterial allergy’ 
may define the mechanism. . . . ‘Asthmatic bronchitis’ is a useful term 
that indicates that new head colds lower the threshold to make a slight 
allergy effective. When head colds produce a wheeze, the patient is sen- 
sitive to some dust in his environment, but if he does not wheeze with his 
colds one can assume that he is no longer in contact with the offending 
substance—or else that his former sensitiveness has cleared.” 


Stevens*** writes: 


BF Bacterial infection is an important and common cause of asthma in children. 
bs While it frequently complicates asthma due to other causes, at times it appears to 
be the sole etiologic factor. ... Asthma may occur with colds in children if they 
are focally hypersensitive to the bacteria causing the second stage of the cold. In 
the purely infectional type of asthma, attacks occur only with colds during the 
winter, not in summer. These patients require bacterial therapy. On the other 
hand, if there is a frank or even latent allergic bronchiolitis, although there is no 
bacterial sensitivity, the irritating and inflammatory effects of the infection alone 
will initiate an attack. Treatment of the underlying allergy is adequate in these 
patients. If there are several clinical sensitivities it may be difficult to distinguish 
_ between these two mechanisms. If asthma occurs with colds during the summer, 
~ pollen sensitization should be suspected, and if the patients are sensitive to rag- 
weed, asthma may occur with colds until early winter. 
According to Baird,?* “It seems reasonable to attempt to raise the 
univalent antibody content of the blood stream of every asthmatic patient 
so that his bronchial tubes will be protected from exposure to possible 
allergens which he may be absorbing from his sinuses, throat, intestines— 
or even from bacteria which are located in the bronchi themselves and are 
possibly stimulating the immunity reaction of bronchitis at the same time. 
Can such a procedure be carried out?” This author summarizes his an- 
swer to this question as follows: “In the case of allergens definitely 
proven by history, avoidance or hyposensitization are indicated. The 
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~ avoidance of contacts with common allergenic inhalants is urged, even if 
there is no proof that they are causing the asthma. After this and before 
using skin tests, food diaries, or elimination diets, the author suggests that 
all children with asthma should be treated as though they had a sen- 
sitivity to products of bacteria, by his method of inoculations with large 
doses of mixed bacterial antigen plus antibody. In his experience a large 
percentage of asthmatic children are so completely relieved that more com- 
plicated and time consuming investigation or treatment is unnecessary. The 
method of treatment is described, and involves rapidly increasing doses up 
to 15,000 or 20,000 million killed bacteria.”” Collins-Williams and Ratner®® 
adversely criticize some of Baird’s theories, but they later seem to be in 
partial agreement when they write :®° “Actually, it is the experience of the 
authors of this review that all children with respiratory allergy do better 
if respiratory vaccines are included in their hyposensitization program, 
whether or not they show positive reactions with bacteria by skin tests.” 


TONSILS AND ADENOIDS 


Clein®® says a twenty-year study of children who had tonsils and 
adenoids removed without relief of original symptoms revealed that the 
tonsils and adenoids ‘“‘grow back,” and these children were usually allergic 
individuals in whom the diagnosis was not known prior to the operation. 
This has resulted in a reversal of his plan of treatment. The allergic 
problem was recognized and treated first, then an operation was per- 
formed if still necessary. Clein quotes Hansel’s summing up of this 
problem by stating that the clinical course of allergy is much the same 
whether tonsils are removed or not. Bullen*® concluded that tonsillectomy 
does not aid in improving effects of treatment of respiratory allergy. 
Glaser’ in a review cites Chobot to the effect that infections of the upper 
part of the respiratory tract are the most common causes of asthma in 
children, advising early and complete removal of infected tonsils and 
adenoids. Glaser then says: “The reviewer, in common with most other 
pediatric allergists, finds that removal of the tonsils and adenoids does 
little or no good in bronchial asthma unless these are definitely infected. 
In the present light of our knowledge, indications for the removal of the 
tonsils and adenoids in allergic children appear to be the same as in non- 
allergic children.” 

Sobel**! thinks the profession is slightly confused as to the relation- 
ship between tonsils and adenoids and asthma. Some think they may be 
foci of infection, whose removal will improve the asthma; some consider 
them protective organs whose removal may result in worsening of the 
asthma ; and a third group think reasons for adenotonsillectomy in allergic 
individuals are quite independent of their allergic symptoms. Sobel her- 
self is in the latter group. 

The reviewer found about one hundred other references to a relation- 
ship between bacteria and allergic phenomena. For various reasons, in- 
cluding inability to get the original article, and lack of suitable transla- ; 
tions, these have not been reported. 
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Editorials 


The opinions expressed by the writers of editorials in the ANNALS do not 
necessarily represent the group opinion of the Board or of the College. 


a VACCINATION AND ECZEMA 
. Se In a recent paper in the Journal of Pediatrics (49:129, 1956), Dr. R. 


Lundstrom of Sweden statistically reviewed the complications arising after 
smallpox vaccination. As in all such statistics, the vaccinial infection of 
eczematous skin known as eczema vaccinatum plays a prominent role. 
True, the absolute number of these incidents is low. (For instance, 
thirty-eight cases of eczema vaccinatum were seen among the five million 
persons vaccinated during the famous scare in New York in 1947). But 
eczema vaccinatum is so serious a complication that it is perhaps not 
amiss to call once more to the attention of allergists, who treat numerous 
cases of eczema, the need for prevention. It should extend not only to 
prohibiting vaccination of eczematous persons, but also to keeping them 
out of contact with newly vaccinated people. 

Confirming the previous work of Kempe and his associates (4.M.A. 
Am, J. Dis. Child., 88:663, 1954, and Pediatrics, 16:609, 1955), Lund- 
strom suggesis the use of gamma globulin preparations made from the 
sera of recently vaccinated persons for the treatment and possibly also the 
prevention of eczema vaccinatum. On the strength of a personal experi- 
ence he feels that in an emergency, ordinary gamma globulin preparations 
may be worth trying. In Sweden, a preparation of gamma globulin prep- 
arations from persons four to eight weeks after vaccination has been made 
available by the State Bacteriological Laboratory for use in emergencies 
originating from vaccination. In this country it may well be worth while 
investigating the need for a therapeutic agent of this kind, its effective- 
ness, and the feasibility of making it available-—A.J.W. 1 

THE DOUBLE-BLIND TECHNIQUE 


7 _ There are many of us who have had our doubts as to the value of the 
. ae double-blind technique for assessing the efficacy of drugs. When the drug 
effect i is easily measurable and the effective and toxic or reactive doses are 
far apart, there is some validity in the test. As Moyer says (Arch. Int. 
_Med., 96:608, 1956), in the field of neuropsychiatry where subjective re- 
_ sponse is the primary object the technique may be particularly useful. 
But there are experiments in which it is not useful. Moyer quotes, as 
an example, the evaluation of the ganglionic blocking agents, the dose of 
which must be adjusted for each patient. Only when the dosage schedule 
and the clinical pharmacology have been established and when, for the in- 
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clusions be drawn as to the usefulness of drugs affecting the central 
nervous, the autonomic and the cardiovascular systems. 

Effects due to doses below the level of pharmacologic response, or in 
excess Of those therapeutically effective and of the magnitude which may 
cause tolerance, should all be considered. Because a drug does not work 
when re-administered it must not be concluded that the initial effect was 
psychological. 

The best method of drug evaluation has not yet been evolved, but when 
it is, for those mentioned and other reasons, the double-blind technique 
will probably be discarded. 


ANTIMETABOLIC RESEARCH 


We are all familiar with enzymes and their action. We are not all of 
us equally familiar with semi-enzymes and their properties. 

A semi-enzyme is a specific protein which combines with a molecule 
but does not change it. Hemoglobin and antibodies act as such semi- 
enzymes. 

Given the proper substrate, an enzyme can be converted into a semi- 
enzyme, This semi-enzyme cannot act as an enzyme. but acts to inhibit 
the specific activity of the enzyme from which it was formed and into 
which it can be reformed. 

Why is all this important? Because Dr. Wooley of the Rockefeller 
Institute for Medical Research told the members of a symposium on anti- 
enzymes, held during the meeting of the American Association for the 
Advancement of Science, that an understanding of the principles of semi- 
enzymes, or rather antimetabolics research, will make possible the dis- 
covery of a new series of drugs. Such antimetabolites have helped in the 
control of hypertension. 

According to Dr. I. W. Sizer of the Massachusetts Institute of Tech- 
nology, explanations in terms of inhibition of enzyme action will help us 
understand the action of insecticides and antibiotic agents, and, according 
to J. J. Biesele of the Sloan-Kettering Institute for Cancer Research, the 
effects of chemotherapeutic agents for neoplastic disease. 

One by one the outer walls are falling. At what point do we attack the 
inner citadel of the allergic reaction? Laboratory-made antimetabolites 
may be the answer for which we are all, in one way or another, in search. 


PAGINATION IN VOLUME 14 


In referring to pages of articles published in the July-August, 1956, and the 
September-October, 1956, issues of ANNALS OF ALLERGY, authors are requested to 
include the months of issue with the page numbers cited, inasmuch as through error 
the September-October issue duplicated page numbers 347 through 466. This was 
not discovered until it was too late to change the paging in the September-October 
issue; however, the Index published in the November-December, 1956, issue includes 
the months with the page numbers of each article appearing on the duplicated pages, 
thus assuring accuracy of reference for the articles involved. 
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Papers of Interest 
Dunn, M. D.: The control of infection in allergic rhinitis. New York State J. Med., 
56 :2692 (Sept. 1) 1956. 


Topical nasal antibiotic and hydrocortisone therapy is rapidly effective. 


Bender, L., and Nichtern, S.: Chemotherapy in child psychiatry. New York State 
J. Med., 56:2791 (Sept. 15) 1956. 


In dition, Benadryl® is the drug of choice for treatment of primary behavior disorders. 


Bergy, G. A.: Drugs of sedation with tranquilizing effects. Am. Prof. Pharm., 
22 :797 (Sept.) 1956. 


Extensive, detailed and complete review. 
= 


ner, C. D., and Homburger, F.: Toxic dermatitis associated with prednisone 
therapy. New England J. Med., 256:131-132, 1957. 

Prednisone on two occasions caused an excess exacerbation of atopic dermatitis in a man 
in whom the lesions were controlled by hydrocortisone. Although in the literature there 
are reports on five children who responded to prednisone with erythema nodosum-like 
lesions, this is the only case seen in more than 1,000,000 patients who have received 
prednisone. 


Auerbach, O.; Gere, J. B.; Forman, J. B.; Petrick, T. G.; Smolin, H. J.; Muehsam, 
G. E.; Kassouny, D. Y.; and Stout, A. P.: Changes in the bronchial epithelium 
in relation to smoking and cancer of the lung. New England J. Med., 256 :97-104, 

57. 


A careful study of 150 autopsied patients studied by means of 28,638 slides, each examined 
by two pathologists, representing 80,000 examinations. The examiners were ignorant of 
the ante-mortem and post-mortem clinical histories. The findings are consistent with the 
hypothesis that inhalants are important factors in the causation of bronchogenic carcinoma. 
They are also fully consistent with the theory that cigarette smoking is an important 
factor in the causation of bronchogenic carcinoma. 

Smith, F. P., and Cleve, E. A.: Infections complicating cortisone therapy. New Eng- 
land J. Med., 256:104-108, 1957. 
Describes six cases seen in one year, in four of whom there were bacterial infections, 
in one, moniliasis, and in one, histoplasmosis. Three of the patients received steroid 
therapy for rheumatoid arthritis, one for rheumatic fever, one for acquired hemolytic 
anemia, and the last for “supportive effect in severe liver damage.’’ Two patients died. 


a L., and Schmid, F.: Progressive pulmonary dystrophy: Vanishing lung 
(Burke), " idiopathic pulmonary atrophy (de Martini) (In German). Deutsche 
med. Wchnschr., 81 :1293-1297, 1956. 


Five patients are presented, in all of whom there were pulmonary lobes or parts of lobes 
in which the pulmonary tissue, including the proximal portions of the bronchi and vessels, 
had been completely destroyed. 


Waalkes, T. P., and Weissbach, H.: Jn vivo release of histamine from rabbit blood 
by reserpine. Proc. Soc. Exper. Biol. & Med., 93:394, 1956. 

In rabbits, reserpine injected intravenously releases histamine from whole blood as de- 
termined chemically. The return to control values takes five to seven days. 

Cassen, B.; Gutfreund, W.; and Moody, M.: Demonstration of central nervous 
mediation of acute pulmonary edema produced by intravenously administered 
epinephrine. Proc. Soc. Exper. Biol. & Med., 93:251, 1956. 

Control rats given massive doses of epinephrine developed acute pulmonary edema. Fifteen 


rats with severed spinal cords, kept alive in respirators and treated similarly, developed 
no lung edema. 


Welch, H.; Lewis, C. N.; Putnam, L. E.; and Randall, W. A.: A study of the 
sensitizing potential of novobiocin. Antibiot. Med., 3:27-32, 1956. 
Novobiocin evidently caused a dermatologic reaction in thirty-one (8.9 per cent) of 348 
patients to whom it was administered by ten different groups of research workers. The 
rash appeared when the dose was more than 2 grams daily for six or more days. In 208 
adult male volunteers given 10 grams over a twelve-day period, there were four differing 
reactions. 


Lecomte, J.: Anaphylactic reactions in the mesenteric vessels of guinea pigs in vivo 
(In French). Acta allergol., 10:15-18, 1956. 
Studies on guinea pigs sensitized by egg albumen demonstrate that the blood vessels of 
the mesentery can be used for the observation of the direct effects of an antigen-antibody 
reaction as immediate as that seen in rabbits. 

Crocket, J. A.: Chlorpromazine in asthma, chronic bronchitis and emphysema. Brit. 


"Tuberc., 50 :221-224, 1956. 


In fifty-four patients, in ten of whom there was in addition chronic bronchitis and in 
five, pulmonary emphysema, chlorpromazine was used for symptomatic relief of the 
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emotional factors. With a dose of 75 to 200 mg daily, symptomatic improvement was 
seen in twenty-four of thirty-eight patients in whom emotional factors were considered 
important. It was also noted in four of nine atopic individuals. 


Bernstein, I. L.: Anaphylaxis to heparin sodium: Report of a case, with immunologic 
studies, J.A.M.A,, 161 :1379-1381, 1956. 
Anaphylaxis to heparin in a patient with allergies to multiple inhalants. It is the eighth 
such case in the available literature and the fourth to be supported by skin and passive 
transfer tests. 


Lubowe, I. I.: Alopecia areata, partialis, and totalis—Treatment with cortisone, hy- 
drocortisone and their analogs, prednisone and prednisolone. M. Times, 8&4: 
1088-1104, 1956 
In nineteen of forty-two patients, there was complete, and in twenty-three, partial re- 
growth of the hair with steroid hormone therapy by mouth or injection. It is reported 
that total alopecia had been present in two patients for twenty and in one patient, for 
twenty-five years. In six patients, there was regrowth surrounding the areas of injection. 


Beecher, H. K.: Evidence for increased effectiveness of placebos with increased 
stress. Am. Physiol., 187 :163, 1956. 
It is suggested that the stress factor represented by the disease process plays a part in 
the therapeutic effectiveness of both placebos and drugs, a much neglected factor in 
evaluation studies. 


Lacassie, R.: Treatment of acute edema of the lung with chlorpromazine. Presse 
méd., 64:1837, 1956. 


It is claimed that the symptoms were relieved by the slow intravenous injection of 50 mg. 
of chlorpromazine. 


Woodward, D. J., and Solomon, J. D.: Fatal agranulocytosis occurring during 
premazine (Sparine) therapy. J.A.M.A., 162:1308, 1956. 
A fatality occurring on the 48th day of treatment is said to be causally related. 


Jones, W. F., and Finland, M.: Antibiotic combinations: antistreptococcal and anti- 
staphylococcal activity of plasma of normal subjects after ingestion of erythro- 
mycin or penicillin or both. New England J. Med., 255+1019, 1956. 

Using tablets, suspension, and capsules as dosage forms, and erythromycin and the G and 
V penicillins given singly or together, studies showed the differences in the activity of 
all the preparations may be due to differences in absorption for the drugs taken by mouth. 


Hecht, H. H.: Heart Failure and Lung Disease. Circulation, 14:265, 1956. 
A twenty-one-page review of the management of heart disorders associated with chronic 
pulmonary disfunction, especially cor pulmonale, which is said to be more common than 
usually realized. 


Davison, P. H.; Armitage, G. H.; and Mcllveen, D. S. J., Chronic cor pulmonale 
due to silent pulmonary embolism. Lancet, 2 :224-226, 1956. 
Silent embolic cor pulmonale has been seen in twelve patients during the last twenty 
years at the Massachusetts General Hospital. 


Workman, J. M., and Bumgarner, J. R.: The precipitation of active tuberculosis 
by steroid therapy. North Carolina M. J., 17:374-375, 1956. 
It is recommended that, for every patient in whom either ACTH or cortisone therapy is 
planned, an x-ray examination before treatment and a careful examination for the detec- 
tion of unsuspected tuberculous foci should be done. Four patients in whom active tuber- 
culosis apparently developed following administration of ACTH or cortisone are described. 


Epstein, W. L., and Kligman, A. M.: Pathogenesis of eosinophilic pneumonitis 
(Loffler’s syndrome). J.A.M.A., 162:95, 1956. 
Seven patients were hospitalized for pneumonitis with symptoms of cough, dyspnea, 
malaise, and fever occurring eight to forty-eight hours after the last of two to six in- 
jections of 4-pentadecyleatechol. The pneumonitis, typical of the Léffler’s syndrome, 
cleared completely in four to fifteen days. The phenomena is explained by assuming the 
existence in the lung of a mechanism for trapping eosinophil cells. 


Carmel, W. J., and Dannenberg, T.: Nonthrombocytopenic purpura due to Miltown 
- (2-methyl-2-N-propyl-1, 3 propanediol dicarbamate). New England J. Med., 
255 :770, 1956. 
4 Describes purpura, edema and erythema following ingestion of Miltown, noted in three 
patients. 


Schwartz, I. H.: Observations on urticaria in childhood. New England J. Med., 
25:71, 1956. 
Suggests that urticaria in childhood lasting 3 days which had not responded to anti- 
histaminic agents may be a manifestation of a specific exanthem of unknown but in- 
fectious etiology, as based on seven patients studied over a period of eighteen months. 


_ Dintenfass, A.: Significance of allergy in persistent respiratory infection. Arch. 
Otolaryng., 64:171-177, 1956. 
The author demonstrates the close association and interdependence of respiratory-tract 


infection and allergy and the need for understanding both if the patient is to achieve 
maximum therapeutic results 
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News Items 


SECTION OF ALLERGY, AMERICAN MEDICAL ASSOCIATION 


will meet on Thursday afternoon, June 6, at the New York Coliseum in the third | 
- floor meeting room. The co-chairmen are Drs. Carl E. Arbesman, Buffalo, New 
_ Fas: York, and Ethan Allan Brown, Boston, Massachusetts. The secretary is Dr. Clarence 
J. Bernstein, Orlando, Florida. 
a It is stressed for the second time that the possibility of obtaining a section is based | 
in part on the attendance at the session. It is hoped that all College members will 
register for session on allergy and attend. 


THE THIRD CONGRESS OF ALLERGOLOGY 
OF THE INTERNATIONAL ASSOCIATION OF ALLERGOLOGY 


Paris, France, October 19-25, 1958 


The scientific program will consist of symposia by international authorities on such 
topics as Asthma and Emphysema, Physio-Chemical Properties of Allergic Anti- 
bodies, Recent Advances in Clinical Allergy, Biochemical Aspects of Hypersen- 
_ Sitivity, with Round Table Conferences on Auto-Immune Reactions and Demon- 
strations of Special Techniques in Clinical and Experimental Allergy. 


Short (10-minute) papers on any aspect of allergy may be given. Those in the 
United States and Canada who wish to present such short papers at the sectional 
meetings should mail the title and an abstract (100-200 words) to the president, 
Dr. S. M. Feinberg, Northwestern University Medical School, 303 E. Chicago 
_ Avenue, Chicago 11, Illinois. Physicians who reside outside of North America 
~ should mail such titles and abstracts to Dr. Bernard N. Halpern, 197 Boulevard St. 
Germain, Paris VII°, France. 

A post-convention medical tour is being planned. The social aspects of the Con- 
gress will include a reception and cocktail party at the Louvre, an evening at the 
opera (ballet), conducted tours of the country surrounding Paris, and a farewell 
party. 

The meeting will be held at the new Medical School. A four-language interpreter 
earphone system will be used. It is hoped that reduced transportation fees may be 


College. 
Information on local arrangements should be requested from the President-Elect, 
Dr. Bernard N. Halpern, 197 Boulevard St. Germain, Paris VII°, France. 


General information may be obtained from the Secretary-General, Dr. José Quin- 
tero Fossas, Paseo 313, Vedado, Havana, Cuba. 


PHILADELPHIA ALLERGY SOCIETY | 


wern 
The following are the newly elected officers of the Philadelphia Allergy Society 

for the year 1957: 


es Eugene A. Hildreth, M.D. 


At the 1957 meeting of the American Medical Association, the Section of Allergy © 


available. Notification of travel arrangements will be sent to all Fellows of the © 


| — 


AMERICAN COLLEGE OF CHEST PHYSICIANS 


The 23rd Annual Meeting of the American College of Chest Physicians will be 
held at the Hotel Commodore, New York City, May 29 to June 2, 1957. The 
scientific program will include prominent speakers on all aspects of heart and lung 
diseases. In addition to formal presentations, there will be a number of symposia, 
round table luncheon discussions, seminars, and motion pictures. 

The Fireside Conferences, which were inaugurated at the annual meeting of 
the College in 1955, have become more and more popular and will be repeated. At 
this session, more than fifty experts will be present to lead the discussions on many 
subjects of current interest in the specialty of diseases of the chest. Copies of the 
program may be obtained by writing to the Executive Offices, American College of 
Chest Physicians, 112 East Chestnut Street, Chicago 11, Illinois. 


WANTED—Young man interested in Internal Medicine, chest diseases and 
allergy. Minimum two years’ postgraduate training. Preferably under 30. 
No immediate investment. Percentage with minimum guarantee. June 1 or 
July 1. East Texas city of 50,000. Excellent hospital facilities. Write full 
details. Address A-2, care ANNALS OF ALLERGY. 


In Memoriam 


RALPH M. MULLIGAN 

On February 25, 1957, a very fine gentleman and excellent allergist met ,his sudden 
death in an automobile accident in Reading, Pennsylvania. Dr. Ralph M. Mulligan 
of 18 North Eleventh Street, Reading, Pennsylvania, was Allergist and Chief of 
Medicine at St. Joseph’s Hospital in Reading, Pennsylvania. He also served as 
Secretary-Treasurer of the Pennsylvania Allergy Association over a period of ten 
years. Dr. Mulligan was a jovial and fun-loving person, well known to practically 
all of the members of the College. 

Dr. Mulligan was born in Uniontown, Pennsylvania. After earning a Bachelor’s 
Degree at High Point, North Carolina College, he was graduated from the Medical 
College of Richmond, Virginia, in 1934. That same year he became an intern at 
St. Joseph’s Hospital in Reading, Pennsylvania; he also took his residency there. 
Four years later he entered the field of allergy while attending the University of 
Pennsylvania Medical School. He furthered his education in allergy by taking 
courses at the Roosevelt Hospital in New York City. 

He was a member of the Berks County Medical Society, the Pennsylvania Med- 
ical Society, and the American Medical Association; a Fellow of the American 
College of Allergists and the American Academy of Allergy, and a member of the 
Pennsylvania Allergy Association, the Philadelphia Allergy Association, and the 
International Correspondence Club of Allergy. 

Just as impressive as his medical background was his participation in sports 
activities of Berks County and also on a nationwide scale. He was a well-known 
personalify in basketball and track circles. 

The officers and members of the College extend their sincere sympathy to Dr. Mul- 
ligan’s wife, Florence, and to his nineteen-year-old daughter, Sheila, his seventeen- 
year-old son, James C.. and his twelve-year-old daughter, Beth. 
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B he SOYBEANS FOR HEALTH, LONGEVITY, AND ECONOMY. Philip S. Chen, 7 
7, : Ph.D. 241 pages including index and appendices. South Lancaster, Massachusetts : 

The Chemical Elements. Price $3.00. 

In his preface, the author says, “The soybean, though rarely recognized as a 
dietary constituent, is a food that is as nearly perfect as cow’s milk, but at the same 
_ time is rich in iron and vitamin C (when sprouted), and its milk can be used as a 
_ substitute for cow’s milk for individuals who are allergic to it.” 

- “Tt is the purpose of the present volume to show that the more liberal use of 
soybeans in the human diet will insure the individual user health, longevity, and 
economy—the three prime objectives of every homemaker.” - 

The author discusses, in turn, the nutritive value of soybeans, the various soy 
products, and soybean culture and preservation. Then follow seventy-five pages of 
recipes and an appendix which lists manufacturers and handlers of soy foods. 

For the allergist with food-sensitive patients the information concerning soy and 
ae products is invaluable when soy is considered as a substitute for sensitizing 
_ proteins of animal or vegetable origin. For the rare patient sensitive to soybean, 
the lists serve equally well as the basis of elimination diet. »? 

The author pleads, and with reason, for more use of soybean and its products in 
the diet of Western civilization. One may not agree with all of the statements made, 
but nevertheless the book is a valuable addition to the library of the allergist in- — 
terested in nutrition and in food allergy. ‘ 


THE YEAR BOOK OF DRUG THERAPY (1956-1957 YEAR BOOK Series). 
=. Edited by Harry Beckman, M.D., Director, Departments of Pharmacology, 
Marquette University Schools of Medicine and Dentistry, Milwaukee, Wisconsin. 


514 pages including indexes. Chicago, Illinois: The Year Book Publishers, Inc. 
Price $6.75 


The appearance of the Year Book of Drug Therapy is always an event. Dr. | 
a Beckman does his best to separate the true from the transient and chooses those | 
a papers most physicians wish they had read. But, in the present volume, there are 
mentioned only twelve papers which can be considered of primary importance to © 
allergists. One deals with prednisone in “Allergic Diseases” and the second deals _ 

with both prednisone and prednisolone in “Ragweed Pollinosis.” The same steroids | 
are used in another paper on “Allergic Diseases.” A fourth discusses them in rela- 
tion to “Seasonal and Perennial Allergic Rhinitis,’ and a fifth in “Allergic Dis-— 
orders.” Another summarizes four years’ experience with cortisone and hydrocor- 
tisone “in Allergy.” There is one on corticotropin gel and cortisone, and one on 
topical prednisolone. Two antihistaminic agents are evaluated, and one sedative ~ 
(Dormison®) and the bronchodilator drugs in three more communications. 

Drug treatment in allergy is given twenty of the 476 pages of text as compared © 
to more than sixty to cardiovascular and sixty more to neuropsychiatric disorders. © 

Dr. Beckman has to take what he can get. Although his criteria of selection are | 
good, they are not good enough. Many of the papers published do not meet elemen- — 
_ tary standards for the reporting of drug effects for good or ill. And yet, the Year 
_ Book is worth reading, not because it will teach physicians to use their drugs better 
but because it serves what appears to be its basic purpose, and that is, to give an 
 over- of drug for the preceding year. 
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